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1067. AnImmuno-histological Study of Connective Tissue 
D. G. Scott. Annals of the Rheumatic Diseases [Ann. 
rheum. Dis.| 18, 207-214, Sept. [received Nov.], 1959. 
8 figs., 6 refs. 


The author, working at the Rheumatic Diseases Re- 
search Centre, Stoke Mandeville Hospital, Aylesbury, 
has studied the antigens of human connective tissue by 
staining tissue sections with a mixture of rabbit anti- 
human-glomerulus globulin and anti-human-synovium 
globulin labelled with fluorescein (giving a green fluo- 
rescence) or lissamine rhodamine (giving an orange 
fluorescence). Thus either red or green staining with 
the mixed sera provided evidence that the tissue antigen 
was reacting with antibody occurring in only one of the 


sera, while intermediate colours were regarded as evidence 


that the antigen was reacting with antibodies occurring 
in both sera. These findings were confirmed by staining 
with the sera singly and by inhibition studies with un- 
conjugated sera. 

By this method three groups of tissue antigens were 
detected. (1) Basement membrane antigens, which 
stained only with the anti-glomerulus serum; these 
occurred in the renal glomerular capillaries, the pul- 
monary arteriolar capillaries, the media of the muscular 
arteries and arterioles, the vasa vasorum of the aorta, 
and the basement membrane of the acini of glands. It 
was not certain that the basement membrane staining 
with the anti-glomerulus serum was identical with the 
argyrophilic basement membrane of conventional his- 
tology. (2) Reticulin antigens; these stained equally with 
both sera and occurred in the epithelial cells of the renal 
glomeruli, the cell layer of the synovium and of the 
splenic and hepatic reticulum, at boundaries within the 
connective tissue, in the sarcolemma of muscle, in peri- 
capillary reticulin, and in the periacinar reticulin of the 
thyroid and pancreas. It is pointed out that since the 
human glomeruli used to produce the sera contained 
glomerular parietal capsule these findings do not neces- 
sarily mean that the glomerular basement membrane 
contains reticulin. (3) Fibrous tissue antigens, which 
stained with both sera, but preferentially with the anti- 
synovium serum. These were demonstrated in the vascu- 
lar adventitia, the capsule of joints, the processes of 
fibroblasts in the leptomeninges, and in granulation 
tissue. 

The author concludes that the basement membrane 
antigens are antigenically distinct from the reticulin and 
fibrous tissue antigens. G. L. Asherson 


1068. The Schultz—Dale Anaphylactic Test for Car- 
cinoma Antigen 

L. M. McEwen. British Medical Journal [Brit. med. J.| 
2, 615-617, Oct. 3, 1959. 8 refs. 


At University College Hospital Medical School, Lon- 
don, an attempt was made to repeat the experiments 
described by Makari (Brit. med. J., 1955, 2, 1291; Abstr. 
Wld Med., 1956, 19, 417) for the detection of carcinoma 
antigen in plasma from cases of cancer in which the 
anaphylactic response of uteri from appropriately sen- 
sitized guinea-pigs (Schultz—Dale test) was used. Car- 
cinoma antigen could not be demonstrated. It was 
found that the precautions recommended by Makari did 
not prevent the appearance in blood plasma from patients 
with carcinoma or normal subjects of substances caus- 
ing contraction of guinea-pig uterus whether sensitized 
to carcinoma or not. Although these unwanted con- 
tracting agents could be eliminated by dialysis of the 
plasma samples and the usé of soya-bean trypsin inhibitor, 
still no carcinoma antigen could be detected. 

L. A. Elson 


EXPERIMENTAL PATHOLOGY 


1069. Effect on Mice of Oral Painting of Cigarette- 
smoke Condensate 

J. A. Dipaoio and G. E. Moore. Journal of the National 
Cancer Institute [J. nat. Cancer Inst.] 23, 529-534, Sept., 
1959. 10 refs. 


In experiments reported from Roswell Park Memorial 
Institute, Buffalo, New York, the oral mucosa of mice 
was painted regularly over a period of 13 months with 
cigarette tar dissolved in acetone. A control group was 
similarly treated with acetone. At the.end of the paint- 
ing period both groups of animals were debilitated, 
though most lived to 19 months, when they were killed 
and a histological study made of all organs for the 
presence of tumours. While occasional tumours were 
found in many organs, the most striking finding was the 
high incidence of adenomata of the lung in the animals 
painted with tar. Hyperkeratinization of the tongue 
was also found, as were certain epithelial abnormalities 
of the bladder which were considered to be non- 
neoplastic. 

[While the findings are of considerable interest, their 
value would have been greatly enhanced if a more 
detailed study of the epithelial changes in the mouth 
and lung had been included. The demonstration of 
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epithelial changes leading up to adenoma of the lung 
would have been of interest in view of the present lack 
of knowledge of the possible connexion between basal- 
cell hyperplasia, squamous metaplasia, and broncho- 
genic carcinoma.] G. J. Cunningham 


1070. Pulmonary Damage Caused by Oxygen Poisoning. 
An Electron-microscopic Study in Mice. [In English] 

B. CEDERGREN, L. GYLLENSTEN, and J. WERSALL. Acta 
paediatrica [Acta paediat. (Uppsala)] 48, 477-494, Sept., 
1959. 14 figs., 44 refs. 


At Karolinska Institutet, Stockholm, experiments were 
conducted on mice to study the pulmonary lesions 
caused by oxygen poisoning. The animals were kept 
in a chamber in a concentration of 95 to 100% oxygen 
for 3 to 6 days. On the 5th day 4 out of 24 mice died 
and on the 6th day 5 out of 16 died. Four animals died 
within a few minutes of being transferred to air after 
5 to 6 days’ exposure to oxygen. The lungs of 8 animals 
were removed aseptically, homogenized, and cultured 
for bacteria after 5 days’ exposure. Biopsy and necropsy 
specimens of lung tissue from other mice were examined 
histologically, both by light and electron microscopy, 
after varying periods of exposure. 

After 3 to 4 days areas of capillary dilatation and 
stasis were present, with alveolar exudation and peri- 
vascular and peribronchial oedema. After 5 to 6 days 
atelectatic and pneumonia-like areas were found, to- 
gether with lesions closely resembling those seen in 
hyaline membrane disease. As no consistent results 
were obtained from culture the authors assumed that 
the lesions were not bacterial in nature. Examination 
of the lesions by electron microscopy showed many 
changes not visible on light microscopy, such as damage 
to the basement membrane between alveolar and endo- 


‘thelial cells. Vacuoles were present in the endothelial 


cells and lamellated inclusion bodies in the alveolar cells 
[which are beautifully illustrated, but whose nature is 
not discussed]. The alveolar exudate, which appeared 
essentially similar to that seen in hyaline membrane 
disease, was granular in nature and contained debris 
from degenerate alveolar cells as well as portions of 
thickened alveolar walls. Some fibrils were also present, 
though it could not be definitely shown that these were 
fibrinous in nature, as has been suggested by others. 

It is concluded that the present study supports the 
theory that oxygen toxicity may play a part in the 
aetiology of hyaline membrane disease. The changes 
observed in the alveolar walls and capillaries could 
result in a leakage of material into the alveoli with 
consequent membrane formation. J. Cunningham 


1071. Experimental Study of an Erythropoietic Principle 
Produced in the Kidney 

S. Osnes. British Medical Journal [Brit. med. J. 2, 
650-658, Oct. 10, 1959. 25 figs., 23 refs. 


The author describes a number of experiments carried 
out at the Institute of Pathology, University of Oslo, in 
an attempt to extend our knowledge of the mechanism 
regulating the level of erythrocytes in the body and so 
to clarify the pathogenesis of some types of anaemia, in 


PATHOLOGY 


particular those that develop in uraemic conditions. 
From the results of his previously reported experiments 
(Brit. med. J., 1958, 2, 1387) the author concluded that 
the failure of the kidney as an excretory organ and the 
development of an anaemia were parallel but independent 
phenomena, and he also found evidence that the kidneys 
produce a principle which is of importance in erythro- 
poiesis and that lack of this principle may be the cause 
of the anaemia that develops in nephritic mice. 

The further experiments now reported were carried 
out on three groups of mice in which respectively (1) one 
kidney was removed, (2) the ureter of one kidney was 
ligated, and (3) one ureter was made to excrete into the 
peritoneal cavity; in all three groups the opposite kidney 
was rendered inactive by irradiation. Severe anaemia 
developed in the animals with no functional kidney 
(Group 1), moderate anaemia in those in which hydro- 
nephrosis was developing (Group 2), and no significant 
anaemia developed in Group 3. The blood urea levels 
were similar in all groups. The results of these experi- 
ments appeared to confirm that the kidney produces, or 
activates, a principle important for erythropoiesis and 
that the retention of toxic products does not in itself 
impair erythropoiesis. It was also shown that while 
mice with ligated ureters react with a reticulocytosis 
after bleeding, nephrectomized animals do not, but that 
the latter group do produce a reticulocytosis when they 
are injected with activated serum obtained from intact 
animals which have been made anaemic by bleeding. 

There has been available for many years evidence that 
normal plasma contains a substance which is capable of 
stimulating erythropoiesis; this substance the author 
terms “ erythropoietin”. The presence of this factor 
was demonstrated by injecting activated serum from 
normal mice into other normal mice and nephritic mice. 
A very good reticulocyte response was observed in both 
groups. It was also shown that the development of a 
progressive anaemia in nephritic mice could be prevented 
by injections of activated serum and that with closely 
spaced injections the haemoglobin value actually in- 
creased. During this experiment it was observed that 
the uraemic state of the mice treated with the active 
serum improved. Further experiments demonstrated 
that erythropoietin, producing reticulocytosis in normal 
mice, differed from the principle producing reticulocyto- 
sis in nephritic mice. It was also shown that the pro- 


duction of erythropoietin continues in the absence of 


the kidneys, from which it must be concluded that this 
substance is produced elsewhere than in the kidney. In 
a further series. of experiments it was shown that the 
“* erythropoietic principle” is produced or activated im 
the kidney and that the lack of this principle may be the 
cause of the anaemia developing in mice made nephritic 
by irradiation. Ultrafiltration studies have indicated 
that erythropoietin may be a protein or a protein-bound 
substance, whereas the erythropoietic principle producing 
reticulocytosis in nephritic mice is not a protein; ther 
was also some evidence that the erythropoietic principle 
produced in the kidney may be thermolabile. By using 
cordotomized mice it was Possible to show that the 
secretion of erythropoietin is probably regulated by 4 
simple nervous mechanism through the spinal cord, 
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whereas the secretion of the principle produced in the 
kidney is not. 

The conditions in which normal mice and nephritic 
mice reacted to these erythropoietic factors having been 
defined it was then possible to test the effect-of sera 
from human patients suffering from anaemia. The titre 
of erythropoietin, as well as that of the erythropoietic 
principle produced in the kidney, generally increases in 
the anaemic patient, provided the anaemia is not 
ascribable to lack of one of these principles. No rise 
in the titre of the renal erythropoietic principle was found 
in anaemic patients suffering from chronic nephritis, 
thus suggesting that the anaemia accompanying nephritis 
in man may also be due to the lack of erythropoietic 
principle produced in the kidney. It was further shown 
that the erythropoietic principle of the kidney appeared 
to be diminished in certain chronic infections such as 
ulcerative colitis and rheumatoid arthritis, whereas 
patients with chronic hepatitis appear to be deficient in 
erythropoietin, indicating that this substance is probably 
produced in the liver. R. F. Jennison 


1072. The Role of the Reticulo-endothelial System in 
Hemorrhagic Shock 

J. Fine, S. RuTENBURG, and F. B. SCHWEINBURG. 
Journal of Experimental Medicine [J. exp. Med.] 110, 
547-569, Oct. 1, 1959. 24 refs. 


In previous publications the authors have presented 
evidence to show that the death of an animal in hae- 
morrhagic shock is a consequence of the presence of a 
bacterial endotoxin in the blood and tissues. Since the 
reticulo-endothelial system (R.E.S.) is concerned in the 
detoxification of circulating endotoxins they have carried 
out further experiments at Beth Israel Hospital and 
Harvard Medical School, Boston, to study the role of 
this system in haemorrhagic shock. 

Reversible haemorrhagic shock of 90 minutes” dura- 
tion was produced in 10 rabbits who had received 3 ml. 
of “thorotrast” per kg. body weight a few hours before 
the haemorrhage, thorotrast being known to block the 
uptake of endotoxins by the R.E.S. After re-transfusion 
of the lost blood these animals died in 12 to 18 hours with 
multiple focal visceral haemorrhages—a generalized 
Shwartzman reaction—and haemorrhages into the gut. 
Five dogs similarly treated died with haemorrhagic 
necrosis of the intestinal wall. Control animals which 
were not given thorotrast all survived. Thus thorotrast 
converted reversible into irreversible shock. Although 
the precise mechanism is not known, it is suggested that 
thorotrast produces hypersensitivity to endotoxin by 
blocking the R.E.S. Although other R.E.S.-blocking 
substances produced no such effect, 2 consecutive doses 
of thorotrast produced a similar death even in the 
absence of haemorrhage. 

In further experiments rabbits were made resistant to 
gradually increasing doses of an Escherichia coli endo- 
toxin until they resisted not only an otherwise fatal dose 
of endotoxin, but also survived 6 hours of haemorrhagic 
Shock. If given thorotrast before the haemorrhage, 
however, all these animals died as described above. It 
was therefore not the endotoxin itself, but the blockage 
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of the R.E.S. which was lethal. Moreover, death 
occurred at a time when there was only very little thoro- 
trast left in the circulation, and the injection of blood 
from these animals was fatal to normal recipients. 
Animals rendered granulocytopenic by means of a single 
dose of nitrogen mustard still died when haemorrhagic 
shock was induced after the administration of thorotrast, 
but the Schwartzman reaction was abolished. Intestinal 
haemorrhages, a sign of endotoxaemia, were still present. 
The possibility that thorotrast has a direct toxic effect 
on blood vessels was considered unlikely since animals 
given gradually increasing doses of the drug became 
resistant to an otherwise lethal dose, which would not 
be expected of a compound causing haemorrhagic lesions. 

An attempt was made to eliminate the source of endo- 
toxin by pretreatment of the animals with suitable anti- 
biotics, but all the animals died soon after receiving the 
final dose of antibiotic preceded by a dose of thorotrast, 
death being presumably due to massive liberation of 
endotoxin at a time when the R.E.S. was blocked. The 
same dose of antibiotic given without thorotrast proved 
harmless. However, evidence that pretreatment with 
antibiotics decreases the pool of endotoxin was pro- 
vided by the observation that death from a double dose 
of thorotrast was prevented by 4 days’ treatment with 
neomycin. Antibiotics inactive against E. coli had no 
such effect. Rabbits rendered free from coliform organ- 
isms with chlortetracycline survived haemorrhagic shock . 
preceded by thorotrast, and no endotoxin could be 
demonstrated in their blood. When they acquired a 
Gram-negative flora they became susceptible. 

Most of these experiments were repeated on animals 
given protective doses of dibenamine, in which the 
mortality was greatly reduced. Thus it appears that 
the haemorrhages and the peripheral vascular collapse 
seen in animals dying of haemorrhagic shock after thoro- 
trast require the participation of the adrenergic system 
and are not primarily the result of direct interaction 
between thorotrast and blood components. 

The authors consider that the results of their experi- 
ments “‘ provide strong support for the thesis that when 
the R.E.S. is severely disabled by any agent, endotoxins 
which normally and continuously enter the circulation 
from the gut will produce endotoxic shock and death ”’. 

F. Hillman 


1073. Studies on Human Leukemia 

L. DmocuowskI, C. E. Grey, J. A. Sykes, C. C. SHULLEN- 
BERGER, and C. D. Howe. Proceedings of the Society 
for Experimental Biology and Medicine [Proc. Soc. exp. 
Biol. (N.Y.)] 101, 686-690, Aug.—Sept., 1959. 6 figs., 
26 refs. 


At Baylor University College of Medicine, Houston, 
Texas, the authors have examined histologically and by 
means of electron microscopy and tissue culture biopsy 
specimens of lymph nodes from 6 patients with acute 
lymphatic leukaemia, one with acute and one with 
chronic monocytic leukaemia, one with acute myeloid 
leukaemia, 2 with lymphosarcoma, one with Hodgkin’s 
disease, and from patients without neoplastic disease. 

Virus particles of approximately 900 A. in diameter 
were observed in lymph-node cells from 3 of the cases of 
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acute lymphatic leukaemia, the case of acute myeloid 
leukaemia, and one of lymphosarcoma. In sections 
of lymph nodes from 5 non-leukaemic patients no such 
virus particles were observed. In the cultural studies 
cytopathogenic changes were observed in vitro in lymph- 
node cells from 15 out of 24 patients with leukaemia and 
lymphosarcoma, but these changes were not seen in 
similar cultures of cells from 4 non-leukaemic patients. 
Cell-free extracts of lymph nodes from 8 leukaemic 
patients induced cytopathogenic changes in monkey 
kidney cell cultures which could be serially transmitted 
up to 8 passages, whereas such changes were not induced 
by an extract of a non-leukaemic lymph node. How- 
ever, cell-free extracts from leukaemic and lymphomatous 
lymph nodes and fluids from monkey kidney cell cultures 
treated with these extracts did not show specific leu- 
kaemia-inducing activity in three strains of mice. 
L. A. Elson 


CHEMICAL PATHOLOGY 


1074. Concentration of Hyaluronic Acid in Synovial 
Fluid 

B. Decker, W. F. McGuckin, B. F. McKenzie, and 
C. H. Stocums. Clinical Chemistry [Clin. Chem.] 5, 
465-469, Oct., 1959. 11 refs. 


In this study reported from the Mayo Clinic the con- 
centration of hyaluronic acid in synovial fluid was 
measured by Dische’s carbazole reaction in a protein- 
free filtrate after digestion with hyaluronidase. Non- 
hyaluronic acid sources of colour were determined and 
their effect rendered minimal by dilution of the protein- 
free filtrate; this source provides a maximum error of 
10 mg. per 100 ml. The mean concentration of hyalu- 
ronic acid in synovial fluid of patients without rheumatic 


' disease was 321 mg. per 100 ml. In fluid from patients 


with traumatic arthritis, osteoarthritis, and probable 
rheumatoid arthritis the value ranged from 170 to 188 
mg. per 100 ml., while in fluid from patients with definite 
rheumatoid arthritis the mean concentration was 115 mg. 
per 100 ml. Synovial fluid from peripheral joints in- 
volved in “ rheumatoid spondylitis”” showed an even 
lower mean of 102 mg. per 100 ml. No change in the 
concentration was found in 4 patients one week after 
the intra-articular injection of hydrocortisone. In the 
patients with rheumatoid arthritis no correlation was 
apparent between the fluid level of hyaluronic acid and 
the duration of the disease. It is suggested that there is 
an inverse relationship between the concentration of 
hyaluronic acid in the synovial fluid and the degree of 
systemic inflammation as measured by the protein-bound 
hexose level in the serum. Harry Coke 


1075. Serum Amylase Estimations in Differential Dia- 


gnosis 
R. CuapMAN. British Medical Journal [Brit. med. J.] 2, 
602-606, Oct. 3, 1959. 1 fig., 14 refs. 

A modification of Somogyi’s iodometric method for 
estimating the serum amylase level which is used at the 
Sefton General Hospital, Liverpool, and the precautions 
necessary in order to obtain reliable results are described. 


A study is then reported of the value of the serum 


amylase level in the differential diagnosis of acute 
abdominal pain. The normal level ranges from 60 to 
200 units per 100 ml. The serum amylase concentration 


was over 355 units per 100 ml. in 39 out of 41 patients 


with acute pancreatitis, in 5 out of 341 patients with 
conditions clinically confused with acute pancreatitis, 
but in only one out of 72 patients with acute abdominal 
pain due to miscellaneous causes. The possible factors 
responsible for high serum amylase levels in conditions 
other than acute pancreatitis are discussed and an attempt 
is made to correlate theories with the clinical findings. 
J. E. Page 


1076. Gastric Proteolysis in Disease. III. The Proteolytic 
Activity of Gastric Juice in Chronic Hypochromic Anaemia 
and in Idiopathic Steatorrhoea 

W. H. Taytor. Journal of Clinical Pathology {J. clin. 
Path.] 12, 473-476, Sept., 1959. 2 figs., 19 refs. 


The author reports from the Radcliffe Infirmary, 
Oxford, that the pattern of proteolytic activity of gastric 
juice from 10 patients with chronic hypochromic anaemia 
and 5 patients with idiopathic steatorrhoea was normal 
in the pH range 5 to 8-5. Below pH 5, however, only 3 
patients with hypochromic anaemia exhibited normal 
PH activity curves. One secreted inactive gastric juice, 
while 5 of those with hypochromic anaemia and 4 with 
idiopathic steatorrhoea exhibited pH activity curves 
resembling those of normal pyloric mucosal extracts. 

The author suggests that in both diseases these pyloric- 
type curves are due to a relative increase in the amount of 
pyloric-type pepsin secreted by the gastric mucosa. 

Victor M. Rosenoer 


1077. A New Flocculation Test for Differentiating Ob- 
structive from Hepatocellular Jaundice 

G. K. Daixos, P. MATrHEOU, and M. ATHANASIADOU. 
Lancet [Lancet] 2, 488-489, Oct. 3, 1959. 1 ref. 


Jirgl (Klin. Wschr., 1957, 35, 938) has reported that 
serum from patients with obstructive jaundice becomes 
turbid and forms a precipitate on the addition of Ciocal- 
teau’s phenol reagent. In this paper from the Alexandra 
Hospital and Athens University School of Medicine an 
evaluation of the test is presented. Of 25 patients with 
obstructive jaundice, 23 (92°%) gave a positive reaction 
compared with 4 (14°%%) out of 29 with hepatocellular 
jaundice. The test was also performed in 36 cases of 
other conditions, such as acute haemolytic jaundice 
due to favism, thalassaemia, leishmaniasis, Laénnec’s 
cirrhosis, Banti’s syndrome, haemochromatosis, and 
infectious mononucleosis. Only in one case (one of 2 
of leishmaniasis) was a positive result obtained. 

H. Lehmann 


1078. An Improved Test for Phenylketonuria 
C. O. Rupe and A. H. Free. Clinical Chemistry [Clin. 
Chem.] 5, 405-413, Oct., 1959. 9 refs. 


Now that the significance and treatment of the mets 
bolic disturbance known as phenylketonuria (phenyl 
pyruvic oligophrenia), in which phenylpyruvic acid i 
excreted in the urine, are recognized the early and 
efficient detection of this substance in the urine of thes 
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patients is of importance. This report describes a new 
strip method of testing urine for the presence of phenyl- 
pyruvic acid in which stiff strips of cellulose (‘‘ pheni- 
stix’’) impregnated with ferric and magnesium ions, 


with cyclohexylsulphamic acid as a buffer, are simply 


dipped in the test urine. Phenylpyruvic acid produces 
in about half a minute a grey to blue colour, the intensity 
of which is proportional to its concentration; if the 
reaction is negative the strip remains yellow. Tests 
carried out by 10 experienced technicians and by 11 
non-skilled persons on 1,904 specimens of normal urine 
to which various concentrations of phenylpyruvate had 
been added showed that the inexperienced as well as 
the experienced observers were able to recognize a level 
of 15 mg. of phenylpyruvate per 100 ml. of urine in 
99-5°% of these blind tests. The tests also demonstrated 
the specificity of the colour reaction and that the strip 
method was more accurate than the liquid ferric chloride 
technique, which was performed at the same time. 
The strips are stable, and have been shown to have a 
“laboratory-shelf life ’’ of several years. Comparison 
with the colour chart supplied with the strips improves 
the specificity of the results, since it helps to obviate 
observer variations and a tendency to over-read the 
colour change. Harry Coke 


1079. Urinary Excretion of Acid Polysaccharide in 
Rheumatoid Arthritis and Other Diseases 

G. Loewi. Annals of the Rheumatic Diseases [Ann. 
theum. Dis.] 18, 239-243, Sept., 1959. 16 refs. 


At the Canadian Red Cross-Memorial Hospital, Tap- 
low, the author has determined the excretion of acid 
mucopolysaccharide in the urine of patients with rheu- 
matic diseases in order to test the validity of the state- 
ment made by Rich et al. (J. Lab. clin. Med., 1957, 50, 
686) that this level is **‘ elevated in several diseases asso- 
ciated with abnormal metabolism of mucopolysaccharide- 
rich connective tissues”. The results did not support this 
hypothesis. Details of the methods of isolation and 
Purification of acid mwcopolysaccharide are given, 
these being based on primary precipitation with cetyl- 
trimethylammonium bromide. The day-to-day varia- 
tions in any one patient were found to be relatively 
small. In 18 cases of adult rheumatoid arthritis, how- 
ever, the excretion values ranged from high to normal 
values, although there was a statistically significant 
tendency towards increased excretion levels in females. 
Lowered values were obtained in 2 cases of rheumatoid 
arthritis with amyloidosis. In healthy children between 
3 and 15 years of age the excretion was higher than in 
adults, but significantly lower than normal in those with 
theumatoid arthritis and other diseases. In patients 
with epilepsy, a disease not related to connective- 
tissue disorders, raised excretion values were found in 
both adults and children. “In general the urinary excre- 
tion levels could not be related to activity of the disease, 
and it was noted that in cases of rheumatoid arthritis 
with extensive osteoporosis and one case of Cushing’s 

the excretion was not unduly increased. 

Purification of acid mucopolysaccharide from urine 
from normal subjects and from patients with rheumatoid 
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arthritis enabled the author to identify the substance as 
probably being either chondroitin sulphate A or C, but 
not B. In purified extracts galactosamine was the only 
amino-sugar found “* suggesting a chondroitin sulpha 
A high ratio (close to 1-0) of carbazole: orcinol, digestion 
with hyaluronidase, a relatively high ethanol solubility, 
and a rotational value suggestive of chondroitin sulphate 
C tended to confirm the identification of the substance. 
Harry Coke 


MORBID ANATOMY AND CYTOLOGY 


1080. Tissue Inflammatory Cytology in Clinical States 
C. M. Torre and S. L. Lerkin. American Journal of 
Clinical Pathology [Amer. J. clin. Path.] 32, 335-345, 
Oct., 1959. 4 figs., 8 refs. 


The authors, at the Children’s Hospital of the District 
of Columbia, Washington, studied by the Rebuck tech- 
nique the inflammatory reaction in denuded derma of 
healthy and leukaemic adults, apparently healthy 
children, and children with an abnormal blood count. 
The technique consisted in scraping the skin until fine 
bleeding points appeared and then applying challenging 
substances such as egg albumen or indian ink. The lesion 
was covered with a sterile coverslip on to which the in- 
flammatory cells migrated. The coverslip was removed 
at intervals varying from one to 3 or 4 hours and 
replaced by another until the end of the observation 
period, which lasted 24 to 48 hours. The coverslips 
were stained according to the May-Griinwald—Giemsa 
technique. 

Healthy subjects (10 adults and 4 children) showed a 
scanty migration of neutrophil granulocytes and occa- 
sional macrophages during the first 2 hours. After the 
third hour there were more granulocytes and histiocytes 
with progressive increase in the proportion of macro- | 
phages. Lymphocytes appeared in scant numbers at 
about the fourth or fifth hour, and reached their maxi- 
mum (20 to 25%) at varying periods after their initial 
appearance. All cell types manifested phagocytosis. 
In 5 patients subjected to splenectomy the response was 
normal. The presence of increased numbers of imma- 
ture granulocytes in the blood (9 cases) and conspicuous 
eosinophilia (2 cases) was reflected in the tissues by the 
finding of larger numbers of these forms. Peripheral 
lymphocytosis (11 cases) appeared to diminish the 
initial total cellularity in the inflammatory field, but the 
lymphocytic reaction did not seem to be earlier or 
increased. No alteration in the normal tissue reaction 
was seen in 5 patients with a raised blood monocyte 
count. In 4 patients with many nucleated erythrocytes 
in the peripheral blood these cells did not appear in 
the inflammatory exudate. The tissue reaction was 
normal in 3 adults with chronic lymphocytic leukaemia. 
In acute and subacute granulocytic leukaemia young 
granulocytes were present in the tissue. In 3 children 
with acute lymphocytic leukaemia in remission no 
impairment of inflammatory reaction was noted, but 
in 3 relapsing or terminal cases there was scanty or com- 
plete absence of migration. H. Caplan 
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1081. Cerebral Demyelination Associated with Dis- 
orders of the Reticuloendothelial System 

J. B. CAVANAGH, D. GREENBAUM, A. H. E. MARSHALL, 
and L. J. Rusinstemy. Lancet [Lancet] 2, 524-529, 
Oct. 10, 1959. 7 figs., 15 refs. 


Three cases of cerebral demyelination occurring 
during the course of Hodgkin’s disease and lymphatic 
leukaemia are recorded. In 2 the lesions in the white 
matter were multifocal and associated with curious 
changes in the nuclei of neuroglial cells. The syndrome 
appears to constitute a real entity. The third case 
showed the picture of Schilder’s disease.—[Authors’ 
summary.] 


1082. Acute Disseminated Demyelination of the Brain 
Associated with Lymphosarcoma 

O. C. LLoyp and H. Uricu. Lancet [Lancet] 2, 529- 
530, Oct. 10, 1959. 2 figs., 4 refs. 


A woman, aged 57, with lymphofollicular reticulosis 
and lymphosarcoma, developed signs of involvement of 
the central nervous system a few weeks before death. 
Postmortem examination of the brain revealed acute 
multifocal demyelination of the cerebral cortex, white 
matter, basal ganglia, and brain-stem, with a bizarre 
glial reaction. The lesions appeared identical with those 
previously described in Hodgkin’s disease and chronic 
lymphatic leukaemia.—[Authors’ summary.] 


1083. Autopsy Studies in Atherosclerosis. I. Distribu- 
tion and Severity of Atherosclerosis in Patients Dying 
without Morphologic Evidence of Atherosclerotic Cata- 
strophe 

J. C. Roperts Jr., C. Moses, and R. H. WILKINS. Cir- 
culation [Circulation] 20, 511-519, Oct., 1959. 7 figs., 
20 refs. 


This paper, the first of three from the Department of 
Pathology of the University of Pittsburgh on the distribu- 
tion and severity of atherosclerosis in the major arteries 
of 500 adults (296 male) dying in a general hospital, 
reports the post-mortem findings in 347 of these patients 
who died without anatomical evidence of “ vascular 
catastrophe ” in the heart, aorta, or brain. The system 
of grading employed combined both an estimate of the 
area of total intimal involvement at a given site and the 
severity of the worst individual plaque at that site. 

The pulmonary arteries in all cases showed relatively 
few lesions. In both sexes the right main coronary 
artery and the anterior descending coronary artery 
generally contained the most severe coronary athero- 
sclerosis. In young men under the age of 30 no artery 
showed more than slight disease. The abdominal aorta 
in patients in all decades and of both sexes contained 
by far the most severe atherosclerosis, whereas there was 
a striking lack of lesions in the ascending aorta. In the 
internal iliac arteries significant disease appeared only 
after the Sth decade, and then equally in both sexes. 
The external iliac arteries of male patients were more 
atherosclerotic than those of females. In patients under 
the age of 70 the splenic, coeliac, mesenteric, and renal 
arteries were rarely much affected, while the inferior 
mesenteric artery was almost uniformly without lesions. 
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The cerebral arteries showed no consistent pattern, and 
11 out of 35 patients aged over 70 showed no gross athero- 
sclerotic lesions. In the anterior cerebral and communi- 
cating arteries there were few lesions at any age, the 
posterior cerebral and vertebral arteries showed some- 
what more, there being most lesions in the middle 
cerebral and basilar arteries. (The authors regret that 
the internal carotid arteries were not studied.) In this 
series cerebral atherosclerosis started later and remained 
less severe than that in visceral arteries of the same size, 
thus agreeing with the findings of Winter et al. (Circula- 
tion, 1958, 18, 7), but differing from those of some other 
workers. H. Caplan 


1084. Autopsy Studies in Atherosclerosis. II. Distri- 
bution and Severity of Atherosclerosis in Patients Dying 
with Morphologic Evidence of Atherosclerotic Cata- 


strophe 
J. C. Roperts Jr., R. H. WiILKINs, and C. Moses. Circu- 
lation [Circulation] 20, 520-526, Oct., 1959. 9 figs., 
5 refs. 


This second paper from Pittsburgh describes the post- 
mortem findings in 153 of the 500 patients referred to 
above [see Abstract 1083] in whom there was anatomical 
evidence of atherosclerotic catastrophe. 

In both male and female patients who had suffered 
myocardial infarction there was significantly more athero- 
sclerosis at all sites studied than in age-matched control 
patients with no evidence of atherosclerotic catastrophe 
in heart, brain, or aorta. Patients who had died from 
cerebral vascular accident also had more atherosclerosis 
at all sites than the controls, though the difference was 
not so marked as in the cardiac group. The greater 
degree of atherosclerosis also held true for males with 
aneurysm or occlusive thrombosis of the aorta, but toa 
lesser extent for females with similar aortic lesions. A 
comparison of these patients with “‘ catastrophes ”’ with 
the “ non-catastrophic ”’ controls showed that the dis- 
tribution and severity of the atherosclerosis were essen- 
tially similar in males and females. Thus although the 
occurrence of vascular accidents may be related to sex, 
the extent and severity of atherosclerosis does not appeat 
to be necessarily so related. H. Caplan 


1085. Autopsy Studies in Atherosclerosis. III. Distri- 
bution and Severity of Atherosclerosis in the Presence 
of Obesity, Hypertension, Nephrosclerosis, and Rhew- 
matic Heart Disease 

R. H. J. C. Roserts Jr., and C. Moses. Cir- 
culation [Circulation] 20, 527-536, Oct., 1959. 6 figs. 
30 refs. 


The authors’ third paper [see Abstracts 1083 and 1084] 
is concerned with those patients in the series who had 
obesity, hypertension, nephrosclerosis, or rheumatic 

Both men and women with hypertension suffered « 
significantly greater number of vascular accidents, and 
especially of the cardiac vasculature, than did nom 
hypertensive patients. This was also true of obese 
normotensive males, but the incidence of such accidents 
was no higher among obese normotensive women that 
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among non-obese normotensive women. There was a 
significantly greater incidence of hypertension among 
obese patients of both sexes than- among non-obese 
patients, and hypertensive patients were more often 
obese than were the normotensive. More patients of 
both sexes with nephrosclerosis were hypertensive than 
those without this disease, and likewise a significantly 
greater number of hypertensive patients had nephro- 
sclerosis than of normotensive patients. In obese men 
the coronary arteries were the only site at which athero- 
sclerosis was more severé than in control patients. 
Hypertension in males was associated with an increase 
in the incidence and severity of cerebral and coronary 
atherosclerosis. In women uncomplicated obesity 
appeared to have no effect on concomitant atherosclero- 
sis, but hypertension was associated with increased 
atherosclerosis at several sites and with an increase in 
the number of myocardial infarcts. The atherosclerosis 
of patients with nephrosclerosis appeared to be related to 
their hypertension, whereas rheumatic carditis and 
atherosclerosis did not appear to be so related. 
H. Caplan 


1086. Injection—Corrosion Studies of Normal and Cirrho- 
tic Livers 

M. R. HAtes, J. S. ALLAN, and E. M. HALL. American 
Journal of Pathology {Amer. J. Path.| 35, 909-941, 
Sept.—Oct., 1959. 16 figs., 30 refs. 


The authors point out that “ almost all conceivable 
alterations of the normal [vascular] pattern have been 
reported’ as occurring in the cirrhotic liver. In this 


paper from the University of Southern California School 
of Medicine and the Los Angeles County Hospital they 


report the results of the post-mortem examination of 
normal and cirrhotic livers by an injection-corrosion cast 
technique using 8 to 12% vinylite in acetone with the 
addition of diatomaceous earth or lamp black (33 to 
125 g. per litre) plus appropriate acetone-soluble dyes. 
In a few cases latex was used instead of vinylite to inject 
the arterial system and biliary ducts. The livers injected 
were from 25 non-cirrhotic subjects and from 25 with 
portal cirrhosis, 6 with congestive (cardiac) cirrhosis, 
3 with post-necrotic cirrhosis, and 3 with biliary cirrhosis. 
The specimens were obtained with the diaphragm 
attached and with long segments of the inferior vena cava 
and the hepatoduodenal ligament. The inferior vena 
cava was cannulated just above the diaphragm and 
ligated below the liver. The portal vein, hepatic artery, 
and common bile duct were cannulated in the ligament. 
The vinylite was injected in a few minutes under pressure. 
Tissue was removed from the right and left lobes for 
histological examination and the tissues were then diges- 
ted in concentrated hydrochloric acid in the usual way. 
No arteriovenous anastomoses were demonstrated in 
the normal livers, and the injection material did not pene- 
trate into vessels less than 100 yw in diameter, so that the 
Peribiliary plexus was not filled. The anatomical pat- 
terns were similar to those described by other authors. 
In portal cirrhosis there was consistent enlargement of 
the hepatic arterial vessels and of the arterial bed; 
were often several intercommunicating arterial 
trunks following branches of the portal vein. In a few 


cases latex injected into the hepatic artery was found in 
the portal vein; this occasionally occurred in normal 
organs. In cirrhotic livers fluid perfused through the 
hepatic artery escaped largely by way of the portal vein 
instead of the hepatic vein as in the normal specimens; 
there was thus increased intercommunication between the 
hepatic arterial bed and the portal vein. The venous 
beds, both hepatic and portal, were reduced, the former 
more than the latter; there was some relation between 
venous distortion and the development of pseudolobular 
regeneration of the liver cells. In the cirrhotic livers 
there was considerable enlargement of vessels communi- 
cating between branches of the portal and systemic veins. 
Anastomoses were occasionally seen between the portal 
and hepatic veins in cirrhotic livers and also in some with | 
severe chronic passive congestion. The changes in 
post-necrotic cirrhosis were similar to those seen in 
portal cirrhosis. In biliary cirrhosis obstruction in the 
portal venous system was usually more severe than that 
in the hepatic venous system. This may have resulted 
from portal thrombophlebitis secondary to recurrent 
cholangiitis. 

The authors believe that the obliteration of the small 
hepatic veins in the cirrhotic liver cause the organ to 
become “arterial”. Consequently it is suggested that 
hepatic arterial ligation or arterialization of the portal 
vein for the reduction of portal hypertension in such 
cases is contraindicated. B. G. Maegraith 


1087. Nodular Regenerative of the Liver 
P. E. Sremner. American Journal of Pathology |Amer. 
J. Path.] 35, 943-953, Sept.—Oct., 1959. 12 figs., 3 refs. 


Nodular hyperplasia of the hepatic parenchymal cells 
may occur without accompanying fibrosis. The picture 
may simulate that of cirrhosis, but the condition does 
not necessarily lead to cirrhosis. Nodules are local in 
distribution, are smaller than lobules as a rule, and 
develop within them; the changes occur throughout the 
liver, which is often smaller than normal. The cause of 
the hyperplasia is damage to the liver cells; the common- 
est cause is the ‘“‘ passive hyperaemia of cardiac decom- 
pensation ”’. B. G. Maegraith 


1088. ‘* Cirrhotic Glomerulosclerosis ’’, a Renal Lesion 
Associated with Hepatic Cirrhosis 

J. M. B. BLoopworTH Jr. and S. C. Sommers. Labora- 
tory Investigation (Lab. Invest.] 8, 962-978, Sept.—Oct., 
1959. 16 figs., 22 refs. : 


The authors studied the renal changes in 50 consecutive 
cases of hepatic cirrhosis examined post mortem at the 
Boston City Hospital and 50 examined at the Ohio State 
University Hospital, Columbus. Cases of diabetes were 
excluded. Advanced glomerulosclerosis was character- 
ized by considerable periodic-acid—Schiff-positive fibril- 
lar thickening of the glomerular stroma. The capillary 
endothelial cells were swollen. In some cases the 
capillary loops were thickened, giving a wire-loop appear- 
ance. The fibrillar thickening of the glomerular stroma 
resembled that seen in diffuse diabetic glomerulosclerosis, 
but differed from the hyaline thickening of the basement 
membrane seen in membranous glomerulonephritis. 
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Moderate or severe glomerulosclerosis occurred in 53 
cases—37 of 65 cases of nutritional cirrhosis, 8 of 16 of 
post-necrotic cirrhosis, 4 of 11 of biliary cirrhosis, and 
4 of 8 cases in the miscellaneous group. Glomerulo- 
sclerosis of some degree occurred in 78 cases altogether. 
Evidence of hyperoestrogenaemia, such as spider naevi, 
gynaecomastia, and testicular atrophy, was found in 25% 
of the cases of advanced glomerulosclerosis, but hyper- 
tension, proteinuria, and nitrogen retention were rare. 
In the 50 Boston cases gynaecomastia was 5 times more 
common in those patients with cirrhosis complicated by 
glomerulosclerosis than in the uncomplicated cases. The 
authors suggest that the renal lesions might be due to 
chronic fat embolism from the lipid present in the 
cirrhotic liver or to hyperoestrogenaemia, which is 
known to cause renal lesions in animals. 

G. L. Asherson 


1089. Diabetic Nephropathy: Sampling and Quantita- 
tive Evaluation of an Autopsy Population with Kimmelstiel— 
Wilson Lesions 

S. M. Suea, S. L. Roppins, A.M.A. 
Archives of Pathology [|A.M.A. Arch. Path.) 68, 447-455, 
Oct., 1959. 5 figs., 24 refs. 


In this paper from the City Hospital and Harvard 
Medical School, Boston, the authors report a study of 
the pathogenesis of diabetic nephropathy in 20 cases of 
diabetes showing nodular glomerular lesions, a non- 
parametric ranking method being used for histological 
assessment. A marked correlation was found between 
the severity of these lesions and the degree of renal 
artery hyalinization. There was a less definite relation- 
ship between the former and the duration of the diabetes 
and between the severity of the renal arteriosclerosis and 
the known duration of the diabetes. 

_ The authors do not consider that the primary lesion 
is in the arterioles; they suggest that another factor, 
perhaps in the diabetic process, must accelerate the 
development of the renal arteriosclerosis. 

J. B. Wilson 


1090. Renal Changes in Interstitial Plasma-cell Pneu- 
monia of Infants. (Die Nierenveranderungen bei der 
interstitiellen plasmacellularen Sauglingspneumonie) 

W. Wéocket. Frankfurter Zeitschrift fiir Pathologie 
[Frankfurt. Z. Path.] 70, 36-58, 1959. 5 figs., biblio- 
graphy. 

After a brief introductory review of the literature the 
author describes the pathological findings in the kidneys 
in 64 cases of interstitial plasma-cell pneumonia in 
infants examined post mortem at the Pathological 
Institute of the Erfurt Academy of Medicine. 

Macroscopically, foetal lobulation and hyperaemia 
were common, anaemia rare, and cloudy swelling not 
infrequent. On histological examination cytomegaly, 
affecting the proximal tubules only, was observed in 19 
cases. The giant cells usually occurred singly; if present 
in clusters they were also present in the proximal collect- 
ing tubules. Endothelial swelling in the arteries was 
relatively common, and oedema of the vessel wall some- 
times proceeded to complete homogenization and dis- 
organization. Partial or complete hyalinization of glo- 
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merular loops was also observed. The interstitial tissue 
showed inflammatory foci in the cortex and at the cortico- 
medullary boundary; these were considered to be related 
to the cytomegaly or to the glomerular changes. About 
half the cases showed a necrotizing nephrosis of varying 
extent which was occasionally associated with calcifica- 
tion affecting the cortico-medullary boundary and more 
distal parts. The tubular lumina contained casts, partly 
homogeneous and partly granular, dilating the lumen 
and identified by histochemical methods as consist- 
ing of acid and neutral mucopolysaccharides. Some- 
times there was evidence of regeneration of the tubular 
epithelium. 

These findings are discussed at length in the light of 
the current literature. Cytomegaly may be evidence of 
a virus infection, and in 32 out of 60 cases in this series 
in which a search was made giant cells were found in the 
parotid glands. These 32 cases included 12 of the 19 
showing cytomegaly in the kidneys, but no conclusion is 
drawn from this finding regarding the aetiology of the 
disease. The vascular changes, which are generalized, 
are regarded as an effect of hypoxia. The glomerular 
changes are considered not to indicate a focal glomeru- 
litis, but to be due at least in part to physiological obli- 
teration of glomeruli. The greatest importance is 
attributed to the necrotizing and partly calcifying nephro- 
sis. The tubular material does not consist of necrotic 
tubular epithelium, and it is suggested that it may repre- 
sent an excretion product of material absorbed from the 
alveoli, simultaneous circulatory failure and glomerular 
hypoxaemia allowing passage of the material through 
the glomeruli into the tubules where, with decreased 
filtration and stagnation, it becomes inspissated in the 
region of the thick loop of Henle. Hypercalcaemia, 
often due to administration of vitamin D but also 
occurring in acidosis, is probably a contributory factor, 
and the calcification often found is probably of a dystro- 
phic nature. (The serum calcium level was not studied 
in the present series.) The incidence of nephrosis in 
this series was slightly higher in premature than in full- 
term infants. 

The author is aware that even if the changes described 
here are accepted as those of ischaemic nephrosis, the 
underlying interstitial plasma-cell pneumonia is not yet 
explained. F. Hillman 


1091. Recent Changes in Relative Frequency of Various 
Histologic Types of Bronchogenic Carcinoma 

D. M. Spain. Journal of the National Cancer Institute 
[J. nat. Cancer Inst.) 23, 427-434, Sept., 1959. 2 figs., 
5 refs. 


This paper presents a review of the incidence of the 
various histological types of lung cancer in necropsy 
material from the Presbyterian Hospital, New York, 
over the period 1912-56. The cases are divided into 
two groups, namely, squamous and undifferentiated 
carcinoma and adenocarcinoma. The incidence of adeno- 
carcinoma in both sexes has remained virtually unchanged 
over the whole period. In the case of squamous and 
undifferentiated carcinoma, however, while there has 
been some increase in the incidence in females, a much 
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greater increase has occurred in males. Furthermore, the 
increase in incidence in females started 10 to 20 years 
after that in males. These findings support the view 
that external environmental agents such as tobacco 


smoke or agents present in the atmosphere are respon-. 


sible for this increase. The lesser and later increase in 
incidence in females may be related to the more recent 
change in the smoking habits of women. 

[This study is a valuable one and confirms the findings 
reported from Norway by Kreyberg (Brit. J. prev. soc. 
Med., 1956, 10, 145; Abstr. Wild Med., 1957, 21, 405). 
The present author points out the difficulties of histo- 
logical classification of lung tumours. Possible errors 
have been minimized by placing undifferentiated and 
squamous carcinomata in the same group. The sole 
criterion of adenocarcinoma is the presence of glandular 
acini, and the validity of this criterion is not questioned. 
There remains, however, the difficulty that undifferen- 
tiated adenocarcinomata may be included in the wrong 
group. G. J. Cunningham 


1092. Histopathology of Pheochromocytoma 
R. P. SHERWIN. Cancer [Cancer (Philad.)] 12, 861-877, 
Sept.-Oct., 1959. 40 figs., bibliography. 


At the Massachusetts Memorial Hospitals, Boston, the 
author reviewed 107 cases of phaeochromocytoma, 44 
of which were studied by subserial sections and multiple 
staining procedures. The majority of the tumours were 
located within one adrenal gland, but in 5 cases were 
bilateral. Their sizes varied considerably, the smallest 
weighing 19 g. and the largest 2,274 g. Of the various 
staining methods employed, the Henle chromoreaction 
proved the most reliable and specific, although it is only 
applicable to fresh tissue. The only known naturally 
occurring substance which gives an identical reaction is 
5-hydroxytryptamine or serotonin, a product of the 
carcinoid tumour, but confusion of this growth with 
Phaeochromocytoma is unlikely. Zenker’s solution 
produced the most rapid and intense dark-brown dis- 
coloration of thick sections and tissue blocks, usually 
within 15 minutes. A considerably delayed reaction 
was observed when fixation was taking place in a closed 
Jar, whereas the reaction was accelerated when tissue 
exposed to Zenker’s fluid was allowed to dry partially, 
for example when illuminated during photography. A 
Negative Henle reaction was obtained with a tumour 
containing noradrenaline but no adrenaline, suggesting 
that the latter substance is responsible for the chrom- 
affinity. Thick tissue blocks, when immersed in chro- 
mate solution, stained dark-brown or mahogany at their 
Outer margins, but their centres remained almost colour- 
less, this being due to’ the migration of the hormone to 
the periphery; eventually the fixing solution itself became 
discoloured. Individual cell staining varied, was of 
Patchy distribution, and was dependent on the rapidity 
of fixation. 

Morphologically, 3 cell types are distinguishable in 
normal adrenal medulla and in phaeochromocytoma: 
(1) small cells with extremely fine, almost colourless 
cytoplasmic granules; (2) larger, deeply basophilic cells 
with prominent granules; and (3) oncocytes, that is, 


cells approximately 6 times the size of the average 
medullary cell and with a finely granular, eosinophilic 
cytoplasm and a very large nucleus. The cell type pre- 
dominating in the tumours was generally also prominent 
in both adrenal medullae. Five other types of granule 
and droplet are described and differentiated from 
“chromaffin granules”. An association between the 
presence of foetal or brown fat and phaeochromocytoma 
was demonstrable, a significant amount of such fat being 
found in the pericapsular zone in about half the cases 
reviewed. These included 3 malignant cases, the main 
features of which are briefly described. [The first of these 
3 cases, however, may well have been a case of renal 
carcinoma.] The third malignant case had produced a 
single vertebral metastasis. The necessary distinction 
between multicentricity and metastatic deposits is em- 
phasized. Of all the histological criteria for the diag- 
nosis of phaeochromocytoma the chromaffin reaction is 
regarded as the most important. Other useful pointers 
in the author’s experience are: (1) tumour-—medulla 


- continuity; (2) tumour-—medulla similarity; (3) mosaic 


pattern of the tumour cells, due to the presence of baso- 
philic granular cells; (4) pseudoacinar formation; 
(5) cytoplasmic pools or lakes; (6) droplet formation; 
(7) absence of mitotic figures; and (8) the presence of 
foetal fat around the periphery of the tumour. sa 

R. Salm 


1093. Significance of Hematoxylin Bodies in the Ne- 
cropsy Diagnosis of Systemic Lupus Erythematosus 

J. W. WorTHINGTON Jr., A. H. BAGGENsToss, and M. M. 
Hararaves. American Journal of Pathology (Amer. 
J. Path.| 35, 955-969, Sept.—Oct., 1959. 5 figs., 22 refs. 


Hematoxylin bodies were found in 17 of 20 consecutive 
necropsy cases of systemic lupus erythematosus [at the 
Mayo Clinic]. They were seen most frequently in the 
presence of classic clinical and pathological features, 
but were also encountered in multiple organs even in less 
typical cases. The single hematoxylin body could not 
always be distinguished from nuclei undergoing karyo- 
lysis or from other infrequently encountered substances 
with similar appearance. These substances, when ob- 
served in other conditions, were located in areas of necro- 
sis or appeared as isolated findings. Criteria for the 
identification of hematoxylin bodies were designed to 
distinguish them from such simulative material and were 
used in this investigation When a number of bodies 
meeting these criteria were identified in a given case, 
their specificity appeared to be of high degree and to be 
greater than that of any other anatomic feature of the 
disease. This specificity, coupled with their occurrence 
in the majority of cases of disseminated lupus erythema- 
tosus, indicates that hematoxylin bodies constitute highly 
significant and useful diagnostic features.—{Authors’ 
summary.] 


1094. Tissue Mast Cells and Tissue Amines. [Review 
Article] 

G. B. West. Journal of Pharmacy and Pharmacology 
[J. Pharm. (Lond.)| 11, 513-534, Sept., 1959. 4 figs., 
bibliography. 


lar 
"u- 
is 
tic 
re- 
he 
lar 
gh 
ed 
he 
ia, 
so 
or, 
ed 
in 
ill- 
ed 
he 
yet 
pus 
ute 
he 
Sy 
rk, 
ito 
ed q 
10- 
ed 
nd 
1as 
ich 


1095. Enzymatic Digestion, an Aid in Primary Isolation 
of Bacteria from Diseased Tissues 

E. M. GIANnrortTeE, R. G. Brown, and R. L. BURKHART. 
Journal of Bacteriology (J. Bact.) 78, 463-468, Oct., 1959. 
8 refs. 


When no pathogenic micro-organisms can be isolated 
by routine methods from tissue specimens removed 
from clinically diseased animals the authors have found 
that digestion of the tissues by enzymes enables the 
pathogens to be isolated and identified. In the usual 
routine method the cut surfaces of tissues were smeared 
on culture plates and mice were inoculated intraperi- 
toneally with tissue suspensions. In the experiments 
with enzymes minced tissue specimens were incubated 
at 37°C. for 14 hours with different concentrations of 
either trypsin or “‘“enzyme X-108 ”, a powerful proteinase 
isolated from fermentation beer of Condiobolus brefel- 
dianus. (The enzymes were not bactericidal and were 
themselves free of bacteria, but they were toxic to mice.) 
The digests were then plated. ; 

Digestion with trypsin did not give better results than 
did the routine methods. After digestion with enzyme 
X-—108, however, pathogens were isolated from tissues 
in which none had been found before. A number of 
examples are given, varying from the isolation of Sal- 
monella typhimurium from the tissues of a pig and of 
Pasteurella multocida from the tissues of a deer to the 
isolation of S. choleraesuis and Corynebacterium pyogenes 
from an encapsulated abscess in a cow. It is concluded 
that the enzyme method is a practical laboratory pro- 
cedure for the isolation of both aerobic and anaerobic 
bacteria. Janice Taverne 


1096. Coe Virus: Properties and Prevalence in Great 
Britain 

M. S. Pereira and H. G. Pereira. Lancet [Lancet] 2, 
539-541, Oct. 10, 1959. 2 figs., 10 refs. 


During investigations connected with a trial of an 
adenovirus vaccine at R.A.F. stations in 1958 an agent 
having a cytopathic action on cultures of HeLa cells 
was isolated at the Virus Reference Laboratory, Colin- 
dale, London, from 4 patients suffering from respira- 
tory illness. In this paper the authors describe the 
characterization of the agent and the results of a sero- 
logical survey undertaken to determine its prevalence in 
the community. 

All 4 original patients had pyrexia, pharyngitis, and 
cough, while 3 had coryza, cervical adenitis, and mild 
conjunctivitis, 2 had headache, and one chest and muscle 
pains in addition. The agent, isolated from throat 
swabs, caused degeneration of HeLa-cell cultures in 10 
to 16 days, the cells showing gross nuclear changes; it 
was also shown to cause the formation of plaques on 
HeLa cell monolayers. The agent multiplied in human 
amnion cells and a cell line derived from embryo rabbit 
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kidney, but did not grow in monkey kidney tissue cul- 
tures. It could not be passaged in suckling or adult 
mice, nor did it multiply in fertile hen’s eggs. Shaking 
with ether did not reduce the infectivity of the agent, 
whose size was found by filtration through “‘ gradocol ” 
membranes to be about 20 my. It did not agglutinate 
the erythrocytes of various animal species. All 4 strains 
of the agent isolated from the 4 patients were shown by 
serum neutralization tests to be identical with the Coe 
virus isolated by Lennette et al. (Amer. J. Hyg., 1958, 
68, 272). No cross-reaction was observed with sera 
against the 3 types of poliomyelitis virus, 6 types of 
Coxsackie virus, and 14 types of E.C.H.O. virus. Al- 
though the virus is antigenically unrelated to the entero- 
viruses, it is suggested that its size, resistance to ether, 
and the kind of cytopathic effect it causes indicate that 
it should be included in this group. 

In a survey of the distribution of the virus in a mixed 
community it was found that of 302 sera tested, 27% 
contained antibody to Coe virus. The proportion of 
positive sera was very low in childhood, but increased 
with age. It is noted that of the 79 sera from patients 
in the 0 to 10 age group, 46 came from children con- 
valescing from acute respiratory infections and in none 
of these was there evidence of infection with Coe virus, 
in contrast to findings reported from Japan, where 50% 
of children showed the presence of antibodies by the 
age of 3 years. The occurrence of antibodies was 
commoner in males, especially young adults, than in 
females. The reason for this is not clear, but it is possible 
that during military training there is more opportunity 
for infection. Janice Taverne 


1097. Electron Microscopic Observations on the Develop- 
ment of Herpes Simplex Virus 

C. MoraGan, H. M. Rose, M. Hoipen, and E. P. Jones. 
Journal of Experimental Medicine [J. exp. Med.) 110, 
643-656, Oct. 1, 1959. 30 figs., 34 refs. 


Electron microscopical studies of the growth of the 
H.R. strain of herpes simplex virus in cells of the chick 
chorio-allantoic membrane reported by Morgan et al. 
(J. exp. Med., 1954, 100, 195) had suggested that the 
virus originated in the cell nucleus as a particle with a 
central core and a single limiting membrane, but that it 
matured and acquired a second membrane in the cyto- 
plasm, thus differing from other strains of virus which 
seemed to complete their development within the nucleus. 
The present authors, writing from the College of Physi- 
cians and Surgeons, Columbia University, New York, 
describe (and illustrate with many clear electron micro- 
graphs) the development of another strain (J.M.) of 
herpes virus in cultures of HeLa and human amnion 
cells. 

They have shown that particles of the J.M. strains, like 
adenoviruses, have a crystalline orientation within the 
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cell. The first particles which can be associated with the 
virus appear in the nucleus as aggregates of uniform 
granules with a diameter of about 20 my, and are readily 
distinguishable from the reticular, marginated chromatin. 
Crystals of virus extend into these granular areas in a 
way suggesting that the granules form a template site 
at which the various components of the virus particle 
are arranged spatially so as to present the appearance 
of a central body surrounded by a single membrane. 
This process seems to be quickly completed. Pre- 
sumably only if large numbers of particles were formed 
at the same time would they crystallize before being dis- 
persed, and this would account for the few developmental 
forms and incomplete membranes seen. Virus particles 
with double membranes were seen within the nucleus, 
not in the crystals but scattered at random, suggesting 
that the second and outer membrane was acquired at 
another site. Complete virus particles appeared to enter 
the cytoplasm without rupturing the nucleus, a new 
nuclear membrane being laid down behind the virus. 
Virus particles within the cytoplasm were found in walled 
vacuoles, probably bound by extrusions of the nuclear 
membrane; these sacs seemed to rupture at the surface 
of the cell to extrude virus without lysing the cell. In 
the light of these observations the authors have reviewed 
their previous work on the H.R. strain and conclude that 
the development of the herpes simplex virus is com- 
pleted within the nucleus. Janice Taverne - 
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1098. The Resistance-promoting Activity of Endotoxins 
and Other Microbial Products. I. Their Effect on Sal- 
monella typhosa Infections of Mice. II. Protection 
against the Neurotoxic Action of Influenza Virus 

E. W. Hook and R. R. WAGNER. Journal of Immunology 
[J. o-ggaae 83, 302-317, Sept., 1959. 5 figs., biblio- 
graphy. 


The injection of vaccines or endotoxins prepared from 


Gram-negative bacteria alters host susceptibility to sub-. 


sequent infections with homologous or heterologous 
bacteria. Similarly, while large intracerebral doses of 
non-neurotropic influenza virus are lethal for mice, pre- 
sumably because of some toxic action of the virus, death 
can be prevented by the previous injection of bacterial 
endotoxins and various other materials. The authors, 
working at the Johns Hopkins University School of 
Medicine, Baltimore, have studied these phenomena 
in detail, using for this purpose the endotoxins of 
Salmonella abortivoequina and Escherichia coli, xerosin, 
and typhoid vaccine. 

The resistance of mice to intraperitoneal infection with 
Salmonella typhosa was enhanced by previous intra- 
peritoneal injection of endotoxin, injection by the intra- 
venous and subcutaneous routes having a similar but 
less marked effect. Mortality from cerebral typhoid 
infection was slightly reduced by the intravenous or 
intraperitoneal injection of endotoxin, but subcutaneous 
endotoxin had no effect. In contrast, intracerebral 
Injection of endotoxin gave striking protection against 


subsequent cerebral infection. These observations sug- 
gest that local alterations of tissue susceptibility to 
bacterial infection occur at the site of endotoxin injection. 

In the experiments with influenza virus both neuro- 
toxic and non-neurotoxic strains were used. Mice were 
protected against the former when endotoxin was 
injected intracerebrally, but not when it was injected 
intraperitoneally. Substantial protection was given with 
doses varying from 0-035 to 10 yg. of endotoxin. The 
time of onset and extent of protection depended on the 
challenge dose, being manifested earlier and more com- 
pletely with smaller challenge doses. The non-neuro- 
tropic strains used did not multiply in the mouse brain 
and endotoxin had no effect on the amount of virus 
recovered, nor could antiviral activity be detected in the 
brain of resistant mice. 

Typhoid vaccine and xerosin exerted similar effects, 
and it was shown that the former was 100,000 times more 
effective against the neurotoxic action of the virus when 
given intracerebrally than after intraperitoneal injection. 
Protection began 4 hours after the injection of vaccine 
and was maintained for 6 days, after which it diminished. 
No protection was produced against certain neurotropic 
viruses (NWS strain of influenza virus and the virus of 
lymphocytic choriomeningitis). 

The authors’ opinion is that the effects of injecting 
endotoxin are so complex that an explanation of the 
findings is not possible at present. M.C. Berenbaum 


1099. Latex-agglutination Serologic Test for Trichinosis: 
Preliminary Report 

F. INNELLA and W. J. RepNer. Journal of the American 
Medical Association [J. Amer. med. Ass.| 171, 885-887, 
Oct. 17, 1959. 5 refs. 


The authors describe from the First U.S. Army Medical 
Laboratory, New York, an agglutination procedure 
carried out with latex (polystyrene) particles which 
promises to be as specific and sensitive, but less laborious, 
than either the complement-fixation or the bentonite 
test for the diagnosis of trichinosis. In preparing the 
antigen 0-2 ml. of a stock solution of latex particles 
(0-81 « in size) suspended in distilled water is added to 
4 ml. of saline glycine buffer solution (pH 8-2) and 1-0 ml. 
of lyophilized stored extract of Trichinella prepared by 
the method of Bozicevich; this volume is stated to be 
sufficient for 50 tests. 

The test is best performed in small. test tubes with 0-1 
ml. of antigen and 0-1 ml. of serum (but may also be 
performed on a slide provided larger latex particles and 
a more concentrated extract of Trichinella are used). 
After incubation for 30 minutes at 37° C. the tubes are 
cooled to room temperature, centrifuged at 2,000 r.p.m. 
for 3 minutes, and the degree of precipitate flocculation 
read. Parallel tests on samples of serum from healthy 
subjects, known cases of trichinosis, and patients with 
syphilis, echinococcal disease, tuberculosis, leptospirosis, 
and rheumatoid arthritis have shown the test to be 
specific, while comparison with the complement-fixation 
test showed it to be accurate with undiluted sera and 
usually more sensitive in titrations of reacting sera. - 

A. Ackroyd 
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1100. Syrosingopine: a New Rauwolfia Preparation 

C. C. BarteLs. New England Journal of Medicine [New 
Engl. J. Med.) 261, 785-788, Oct. 15, 1959. 1 fig., 
10 refs. 


Syrosingopine, a new hypertensive agent derived from 
reserpine, was used in a group of 46 patients. Six 
patients had had no previous medication for hypertension, 
and in 5 a good response was obtained. Thirty-eight 
patients had been taking another form of rauwolfia, 
either alone or in combination with other hypertensive 
agents, and when syrosingopine was substituted for the 
rauwolfia product, the blood-pressure response was 
equally good. In 24 cases syrosingopine was substituted 
for the rauwolfia product because of 26 troublesome side 
effects; these symptoms were relieved in all but 3 
patients. 

Syrosingopine appears to have the same effect on 
blood pressure as the raw root of rauwolfia and reserpine. 
It is simple to administer, has a wide margin of safety 
and is notably more free from the objectionable side 
effects frequently encountered after treatment with other 
rauwolfia derivatives. One milligram is equivalent to 
50 mg. of the raw root and 0-25 mg. of reserpine. Re- 
sults indicate that syrosingopine—both alone and in 
combination with other hypotensive agents—is effective 
in reducing blood pressure in hypertensive patients.— 
[Author’s summary.] 


1101. Dicumarol, Coumadin, Marcumar and Tromexan: 
Comparative Study of Their Action on the Clot as Regis- 
tered by the Thrombelastogram 

J. Escupero, E. McDevitt, and I. S. Wricut. Circu- 
lation [Circulation] 20, 405-412, Sept., 1959. 5 figs., 29 
refs. 


The thrombelastogram records some of the physical 
characteristics of a blood clot, three factors being com- 
monly determined—the “‘ reaction time ”’, which is the 
time elapsing from withdrawal of blood to the moment 
when fibrin begins to show elastic properties, the 
“* coagulation time ”’, which reflects the speed of develop- 
ment of these elastic properties, and the firmness of the 
clot, represented by the “‘ maximum amplitude ” of the 
graph. At New York Hospital the action on the clotting 
process of 4 anticoagulant drugs, dicoumarol, “* cou- 
madin”, “marcoumar” (phenylpropylhydroxycou- 
marin), and “‘ tromexan”’ (ethyl biscoumacetate), was 
studied by means of the thrombelastogram. The drugs 
were given in turn to 8 patients, and when the one-stage 
prothrombin time was in the therapeutic range (25 to 
35 seconds against a control of 15+ 1 seconds) a thromb- 
elastogram was obtained, whole blood being used. A 
control graph was also taken while the patients were not 
under the influence of anticoagulants. 

Each drug produced a slight prolongation of the reac- 
tion time and coagulation time and a slight increase in 
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the maximum amplitude of the graph, but the changes 
were not sufficient to permit the dosage of the drugs to be 
regulated by the thrombelastogram. Potentiation of 
effect by using two of the drugs together produced more 
marked changes in the thrombelastogram. 

In contrast to the effect of these “‘ indirect” anti- 
coagulants the “‘ directly-acting ’’ heparin produces im- 
pressive changes in the thrombelastogram. 

T. B. Begg 


1102. The Use of t-Lysine Monohydrochloride in the 
Treatment of Mercurial Resistant Edema 

D. Bramtovsky, C. Sirva, E. Det Campo, and E. 
Marusic. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 238, 287-296, Sept., 1959. 8 figs., 
6 refs. 


At San Borja Hospital, University of Chile, Santiago 
de Chile, L-lysine monohydrochloride was given to 40 
patients with cardiac or cirrhotic oedema who were 
depleted of chlorides and 18 of whom were refractory to 
mercurial diuretics. A dose of 5 g.4 times a day was the 
average amount given, and this effectively increased the 
plasma and urinary chloride levels in all cases. Only 2 
of the patients refractory to mercurials failed to respond 
to this treatment. 

It is concluded that L-lysine monohydrochloride “ is 
an effective source of chloride and should be used in 
cases of mercurial fastness, both in congestive heart 
failure as well as in Laennec’s cirrhosis”’. In cirrhosis 
of the liver, where compounds containing ammonia are 
contraindicated, it has obvious advantages over 
ammonium chloride. G. S. Crockett 


1103. The Influence of Some New Cholinolytic Sub- 
stances on the Function of the Adrenal Cortex. (Bnusaxue 
HEKOTOPBIX HOBbIX XOJIMHOJIMTHYECKHX BELICCTB Ha 
dyHKUM 
MCHTANIHOe 

T. A. MEL’NIKOovA, O. P. ZAPLATINA, and N. M. Kosty- 
Gov. podsemet u Popmoxomepanuu 
[Probl. Endokr. Gormonoter.] 5, 14-19, Sept.-Oct., 
1959. 6 figs., 4 refs. 


In this study two new cholinolytic substances, “ ani- 
caine ’’ (a diphenyl-acetic acid ester of piperidyl-ethanol) 
and “ tropacin ” (a diphenyl acetic acid ester of chloral 
hydrate tropin) were investigated for their effect on 
adrenocortical function, the latter being based on estima- 
tions of the ascorbic acid content of the adrenal cortex 
of rats and on the eosinopenia produced by the injection 
of the substances into decerebrate cats. 

Anicaine in a dosage of 50 mg. per kg. body weight 
lowered the content of ascorbic acid in the rat adrenal 
cortex by 18-2°%% in one hour and by 19-4°% in 24 hours. 
Tropacin was more active, lowering the content by 363% 
in one hour, but was also more toxic. The cats were 
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given the drugs in a dosage of 5 mg. per kg. and differen- 
tial leucocyte counts were determined every 15 minutes 
for the first 2 hours and then every 30 minutes for a 
further 4 hours. The eosinophil count fell to 20% of 
the initial level in 3 hours. In hypophysectomized or 
adrenalectomized animals this fall did not occur, sug- 
gesting that these substances produce their effect via 
the hypophysis by stimulating the secretion of ACTH 
(corticotrophin). 

The relative effects of ACTH, anicaine, and tropacin 
were then studied in 4 dogs. In all cases eosinopenia 
resulted from administration of all three substances; a 
dose of 5 mg. of anicaine per kg. produced a greater 
effect than the same dosage of tropacin and about the 
same as 1 unit of ACTH. The effect of the three sub- 
stances on any single dog also differed, one being more 
effective in one animal and less effective in another and 
vice versa. In a clinical study 10 patients with oblitera- 
tive endarteritis (4 with incipient gangrene) were treated 
with anicaine, 10 ml. of a 0-5°% solution (0-05 g.) being 
given intravenously on 20 occasions. The patients 
reported diminution of pain and warmth of the extremi- 
ties (the skin temperature rose 1° C.), accompanied by 
vertigo and slight weakness. The clinical results were 
good, only 2 of these patients subsequently requiring 
amputation. The blood content of ascorbic acid rose 
in 4 out of 5 patients, and a pronounced eosinopenia 
occurred. L. Firman-Edwards 


1104. Dihydrohydroxycodeinone Pectinate 
G. J. C. Brirrain. Lancet [Lancet] 2, 544-546, Oct. 10, 
1959. 5 refs. 


A 12-month clinical trial of dihydrohydroxycodeinone 
pectinate (“‘ proladone ”’) was carried out in the Wigan 
and Leigh Group of Hospitals, Lancashire, on 600 
patients who had undergone various major operations, 
the aim being to determine the efficacy of this drug as an 
analgesic for the relief of postoperative pain. The 
patients’ ages ranged from 6 to 89 years. The drug, 
of which the intramuscular dose was 5 mg. for children 
up to 20 mg. for robust adults (usual dose 10 mg.), was 
not given until the patient had regained consciousness 
and had complained of pain at the operative site. The 
patients were closely observed for up to 104 hours and 
the blood pressure and respiratory rate recorded every 
15 minutes. Tidal volume was also estimated in 52 of 
the patients both before and after administration of the 
drug. 

Pain was relieved by proladone in 534 (89%) of the 
patients. Of the remaining 66 cases the dose was thought 
to have been too small in 35; in the other 31 the relief 
obtained was inadequate and these patients were relieved 
by morphine or pethidine. In some 70% of the patients 
there was a mild hypnotic effect, but nausea and vomiting 
were unusual. In 3 cases of known intolerance to 
morphine proladone caused no untoward effects. In 
40% of the cases a small transient fall in blood pressure 
occurred 40 to 60 minutes after the injection, but in only 
2 cases did this fall exceed 10 mm. Hg. There was very 
little respiratory depression, even in poor-risk and elderly 
Patients given the drug in a dose of 10 mg. It is con- 
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cluded that dihydrohydroxycodeinone pectinate has 
definite advantages over many other drugs as a post- 
operative analgesic. M. Woods 


1105. Analgesic Effectiveness of Phenyramidol Hydro- 
chloride, 2 New Aminopyridine Derivative 

R. C. BATTERMAN, A. J. GROSSMAN, and G. J. Moura- 
TOFF. American Journal of the Medical Sciences [Amer. 
J. med. Sci.] 238, 315-319, Sept., 1959. 1 fig., 4 refs. 


At the Metropolitan Medical Center (New York 
Medical College), New York, the analgesic effect of 
phenyramidol hydrochloride (2-(B-hydroxyphenethyl- 
amino)-pyridine hydrochloride), alone and in combina- 
tion with aspirin, was compared with that of aspirin, 
sodium salicylate, and a placebo in three groups of 
patients totalling 195. The subjects, who included 
both in- and out-patients, were suffering from a wide 
range of painful musculo-skeletal disorders and various 
other medical and surgical conditions. 

The drugs were given 4 times a day, the dose of 
phenyramidol being 100 or 200 mg., or 100 mg. in com- 
bination with 300 mg. of aspirin. In this combination 
it appeared to act synergistically, 34 out of 51 patients 
(66-6°%%) noting relief compared with 34 out of 61 (59%) 
given 200 mg. of phenyramidol alone, 113 out of 215 
(53°%) given 600 mg. of aspirin, 20 out of 40 (50°) given 
600 mg. of sodium salicylate, and 36 out of 90 (40%) 
given the placebo. Slight nausea was noted by a few 
patients and pruritus and skin rash in a few others, but 
in general phenyramidol appeared to be a safe and 
effective analgesic suitable for administration to patients 
both in and out of hospital. It has approximately the 
same range of potency as codeine. G. S. Crockett 


1106. Thalidomide: Clinical Trial of a New Hypnotic 


Drug 

C. E. Sater, I. C. LopGe-Patcu, and E. H. Hare. 
Journal of Clinical and Experimental Psychopathology [J. 
clin. exp. Psychopath.| 20, 243-246, July—Sept. [received 


Nov.], 1959. 11 refs. 


The authors of this paper from Bethlem Royal and 
Maudsley Hospitals, London, describe comparative 
clinical trials of quinalbarbitone and a non-barbiturate 
hypnotic, thalidomide, in 24 patients aged 21 to 68 
years suffering from a variety of acute psychiatric dis- 
orders. The effects of a dose of 50 mg. and one of 100 
mg. of thalidomide were compared with that of 200 mg. 
of quinalbarbitone. Trials were conducted at two differ- 
ent hospitals, and each trial was divided into two parts. 
In the first part the preparations were made up in identi- 
cal capsules, quinine being added to the thalidomide to 
simulate the bitter taste of barbiturate; in one hospital 
the capsules were swallowed whole, but in the other the 
contents were given with a draught of water. In the 
second part of each trial the patients received half a 
tablet (50 mg.) or a whole tablet (100 mg.) of thalidomide 
and a capsule (200 mg.) of quinalbarbitone. All the 
patients complained of some degree of insomnia and the 
drugs, the nature of which was unknown to patients 
and nurses, were given at the same time on each of at 
least 14 nights; the order of administration was deter- 
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mined by a Latin square design. The patients’ sleep 
was charted at half-hourly intervals by the nurses. 
There was no significant difference between the drugs 
in the time taken to fall asleep. In terms of the duration 
of sleep 200 mg. of quinalbarbitone was inferior to 100 
mg. of thalidomide, but superior to 50 mg. of thalidomide. 
It is concluded that thalidomide is a potent and satis- 
factory non-barbiturate hypnotic. T. J. Thomson 


1107. The Effect of Phenglutarimid (‘‘ Aturbane ’’) on 
Salivary Secretion in Man 

G. M. Wyant and F. C. HALey. Anesthesiology [Anes- 
thesiology| 20, 581-584, Sept.—Oct., 1959. 2 figs., 3 refs. 


Phenglutarimide aturbane ”’), which was first used 
in 1958 in the treatment of extrapyramidal disturbances, 
has been shown experimentally to have strong peripheral 
parasympatholytic properties. When given in large 
doses in the treatment of Parkinsonism it caused dryness 
of the mouth. 

The present authors, in this paper from the Univer- 
sity of Saskatchewan and University Hospital, Saska- 
toon, Canada, describe an investigation of the effect of 
phenglutarimide on salivary secretionin man. The drug 
was given intravenously to 6 medical students; 10 
minutes later a salivary stimulant was given, also intra- 
venously. Saliva was collected from the parotid duct 
over a period of 30 minutes. It was found that 5 mg. of 
the drug abolished all secretion. In a dose of 2-5 mg. 
it was 97° effective and in a dose of 1 mg. it was 71-5% 
effective as an antisialogogue. There were no significant 
changes in the pulse rate, blood pressure, or respiration. 
W. Stanley Sykes 


1108. The Effect of Insulin and Insulin-inhibiting Sub- 
stances (Alloxan, Ditison) on the Sensitivity of Cholin- 
reactive Structures in the C.N.S. (Bnuanne nxcynuna 
M BeUICCTB, 
(anmoKCaH, MMTH30OH), Ha YYBCTBHTCNbHOCTb XOJIMHO- 
PeCaKTHBHBIX CTPpyKTyp B WeHTpanbHOH HepBHOH 
CuCTeMe) 

S. M. TreGcupov. J] podseme u 
Topmovomepanuu [Probl. r. Gormonoter.] 5, 
8-13, Sept.—Oct., 1959. 33 refs. 


The author has investigated the effect of insulin on 
the one hand and of alloxan and “ ditison ” (diphenyl- 
thiocarbazole) on the other upon the sensitivity of the 
central nervous system to cholinomimetic agents in 
frogs and white mice. In the frogs the injection of 0-4 
units of insulin per g. body weight was followed by 2:5 
pg. of “ prozerin” per g. body weight, both injections 
being given into the suboccipital lymph-sac. Narcosis 
was produced sooner and was deeper in frogs receiving 
insulin than in the controls, which were given only 0-01 
ml. of 0-3°% tricresol before the prozerin; also narcosis 
occurred in all animals given insulin, but in only 66-6% 
of the controls. Anabasine in a dosage of 5 to 15 pg. 
per g. body weight produced a “ praying posture” in 
frogs; this also occurred earlier and more consistently 
in insulinized frogs than in controls. 

In the mice the cholinergic agent used was arecoline 
hydrobromide. Insulin in a dosage of 0-01 unit per g. 


body weight was given subcutaneously together with 
3 mg. of glucose per g. body weight in 15% solution 
intraperitoneally to prevent hypoglycaemia. Arecoline 
hydrobromide was injected subcutaneously one hour 
after giving insulin in doses of 1, 3, 5, and 6 yg. per g. 
body weight, 80 test animals and 80 controls being 
Observed. Of the former, 52 had convulsions and 26 
had tremors, but of the controls, none had convulsions 
and 23 had tremors. It is therefore concluded that 


insulin potentiates the effect of these cholinergic sub- 


stances. The effect of insulin suppressors was then 
studied in 40 mice which were given 0-4 mg. of alloxan 
per g. body weight, followed 30 hours later by 6 to 7-5 
pg. of arecoline per g., 40 control mice receiving the 
arecoline alone. All 40 of the control animals receiving 
75 wg. of arecoline had convulsions and all of those 
receiving 6-0 wg. had tremors. Of the 40 mice given 
alloxan, only 7 had convulsions on the larger dose of 
arecoline, while 9 had tremors; of those given the 
smaller dose, only 4 had tremors and none convulsions. 
Lastly, 26 mice received 0-125 mg. of “ ditison” per g. 
body weight in an ammonia solution administered intra- 
peritoneally, followed 48 hours later by 6 jg. of arecoline 
per g., 26 controls receiving the ammonia solution alone 
without ditison and arecoline 48 hours later. Of the 
test animals, 4 had convulsions and 9 had tremors, 
whereas of the controls, 15 had convulsions and 6 had 
tremors. It is evident that both these insulin suppressors 
lowered the sensitivity of the organism to the cholinergic 
drug. It must be concluded that insulin stimulates the 
formation of acetylcholine in the synapses of the central 
nervous system. L. Firman-Edwards 


1109. Hexamethylene 1-6 Biscarbaminoylcholine Bro- 
mide: a New Synthetic Muscle Relaxant 

T. H. Curistre, R. P. Wise, and H. C. CHURCHILL- 
Davipson. Lancet [Lancet] 2, 648-650, Oct. 24, 1959. 
2 figs., 6 refs. 


The mode of action of hexamethylene 1 :6-biscar- 
baminoylcholine bromide (“‘ imbretil”’) in man in rela- 
tion to the use of anticholinesterase drugs has been 
studied at St. Thomas’s Hospital, London. Hexa- 
methylene was given intravenously in repeated doses of 
0-2 mg. per minute to 6 conscious and 10 anaesthetized 
patients until there was evidence of 95°% paresis of the 
limb muscles; this was achieved with a total dose of 
1 to 1-5 mg. (0-01 mg. per kg. body weight). The dura- 
tion of paresis to 75°% recovery was about 28 minutes. 
After the injection 5 of the conscious subjects com- 
plained of fasciculations in the neck, back, and legs. 
At the height of the paralysis vital capacity measurements 
were reduced by 12 to 25°%, but there was no change in 
the tidal volume, blood pressure, or pulse rate. Electro- 
myographic measurements showed that the action 
potential was maintained until complete recovery, even 
with fast rates of nerve stimulation; there was no evidence 
of post-tetanic facilitation. Intravenous injection of an 
anticholinesterase drug, such as edrophonium or neo- 
stigmine, any time during the recovery phase potentiated 
the neuromuscular block. The clinical significance of 
the results is discussed. J. E. Page 
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1110. Laboratory Studies on the Antibacterial Activity 
of Kanamycin 

A. K. MiLuer, M. E. VALIANT, and B. M. Frost. Anti- 
biotics and Chemotherapy (Antibiot. and Chemother.] 9, 
475-484, Aug., 1959. 4 figs., 11 refs. 


The activity of kanamycin (72°%% pure) in vitro against 
33 organisms from 12 bacterial genera has been compared 
with those of neomycin (90°%% pure) and streptomycin at 
the Merck Institute for Therapeutic Research, Rahway, 
New Jersey. Kanamycin was active in vitro against both 
Gram-negative and Gram-positive bacteria. Its anti- 
bacterial spectrum and degree of activity closely paralleled 
those of neomycin. The activities of kanamycin and 
neomycin were not affected adversely by the addition of 
10% of serum to the culture medium, but were antagon- 
ized by magnesium. Both drugs showed bactericidal 
activity at four times the bacteriostatic levels, and cross- 
resistance was demonstrated between them. Strains of 
Staphylococcus and Escherichia coli developed resistance 
to kanamycin and neomycin in vitro at about the same 
rate and to streptomycin at a much greater rate. 

In vivo both kanamycin and neomycin protected mice 
against infection by Staphylococcus, Proteus, Pseudo- 
monas, Salmonella schottmuelleri, Salm. typhosa, Shigella 
dysenteriae (Shiga), and Klebsiella pneumoniae. WNeo- 
mycin was, in general, more active than kanamycin’ 
when given parenterally, but except against Ps. aeruginosa 
kanamycin was as active as neomycin when given by 
mouth. Neomycin was more active than kanamycin 
against Ps. aeruginosa both in vitro and in vivo by either 
route. J. E. Page 


1111. Penicillin Sensitivity of Gram-negative Enteric 
Bacilli 


G. K. Darxos and M. ATHANASIADOU. A.M.A. Archives 
of Internal Medicine [A.M.A. Arch. intern. Med.] 104, 
378-384, Sept., 1959. 11 refs. 


A study has been made at the Athens University School 
of Medicine of the in-vitro sensitivity to penicillin of 
Gram-negative organisms and correlated with the clinical 
treatment of 13 patients with infections of the urinary 
tract. The sensitivity studies were made both by the 
disk (6 and 60 zg. of penicillin per disk) and serial dilu- 
tion methods, and penicillinase production was also 
assessed. Of 250 strains of Gram-negative enteric 
bacteria examined, including Escherichia coli, Klebsiella 
pneumoniae, Proteus, Pseudomonas aeruginosa, and 
Alcaligenes faecalis, just under one-third were sensitive 
to the 60-yg. disks, and subsequent examination of some 
of these strains showed a minimum inhibitory concentra- 
tion of penicillin of 7-5 yg. perml. Maximum penicillin- 
ase production was detected in 6 strains of E. coli and 
one of Klebsiella; no consistent correlation could be 
found between penicillinase production and penicillin 
sensitivity. 
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Penicillin treatment of 13 patients with urinary-tract 
infections, caused by E. coli in 11 cases, was uniformly 
successful. The causative organism was penicillin- 
sensitive in every case, the sensitivity ranging from 7:5 
to 60 yg. per ml. The dose of penicillin, given paren- 


terally, ranged from 1-6 to 10 mega units daily. One 


patient with a purulent post-partum vaginal discharge 
and two patients with pneumonia, all due to Klebsiella, 
failed to respond to penicillin, although the organisms 
were sensitive to penicillin in vitro. The authors attribute 
this to failure to reach a high enough tissue concentration 
of penicillin, whereas the urinary penicillin level, mea- 
sured in several of the successfully treated cases, con- 
siderably exceeded the inhibitory concentrations found 
in vitro. 

The authors consider that the therapeutic effectiveness 
of penicillin against urinary infections is due to the high | 
levels of the drug attained by concentration in the urine 
and suggest that all cases in which pathogens isolated 
from the urinary tract show a sensitivity to penicillin up 
to 120 yg. per ml. in vitro should respond to parenteral 
administration of penicillin. Gerald Sandler 


1112. Persistence of Antibiotics in Blood of Patients with 
Acute Renal Failure. I. Tetracycline and Chlortetra- 


cycline 

C. M. Kunin, S. B. Rees, J. P. MERRILL, and M. Fin- 
LAND. Journal of Clinical Investigation [J. clin. Invest.] _ 
38, 1487-1497, Sept., 1959. 3 figs., 38 refs. 


The persistence of tetracycline and chlortetracycline 
in the serum of 35 patients with varying degrees of 
renal impairment, in 8 cases to the extent of almost 
complete anuria (less than 400 ml. of urine per day), 
was studied at the Boston City and Peter Bent Brigham 
Hospitals, Boston. The patients were given 0-5 g. of 
either tetracycline hydrochloride or chlortetracycline 
hydrochloride in a dextrose solution intravenously and 
the blood level of the antibiotic measured at intervals of 
2 to 24 hours, depending on the degree of renal impair- 
ment, by the two-fold dilution method. 

The serum half-life of tetracycline ranged from 4-8 to 
7-6 hours in subjects with normal renal function, but 
increased considerably with decreasing renal functional 
capacity, as measured by the 24-hour endogenous 
creatinine clearance test; thus in anuric patients the 
serum half-life was 4 to 5 days. Haemodialysis of the 
blood of 6 of the subjects showed that tetracycline was 
cleared to a lesser extent than creatinine or urea across 
the artificial kidney, probably, it is suggested, because of 
binding of the antibiotic to the plasma protein. On the 
other hand the half-life of chlortetracycline in the serum 
of anuric patients (6-8 to 11 hours) differed only slightly 
from that in patients with chronic renal disease (8-4 to 
10-1 hours) and haemodialysis by means of the artificial 
kidney did not cause a lowering of the serum level of the 


ar 
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drug. The different behaviour of chlortetracycline from 
that of tetracycline is ascribed to its rapid inactivation 
in vivo. The poor extraction of both antibiotics by the 
artificial kidney is attributed to the binding of these 
drugs to serum protein. The clinical implications of 
the results are discussed and an empirical dosage schedule 
for the treatment of uraemic patients is suggested. 
J. E. Page 


1113. Persistence of Antibiotics in Blood of Patients 
with Acute Renal Failure. II. Chloramphenicol and Its 
Metabolic Products in the Blood of Patients with Severe 
Renal Disease or Hepatic Cirrhosis 

C. M. Kunin, A. J. GLAzKo, and M. FINLAND. Journal 
of Clinical Investigation [J. clin. Invest.] 38, 1498-1508, 
Sept., 1959. 6 figs., 39 refs. 


The authors have determined the half-life of chlor- 
amphenicol in the serum and the level of recovery of 
the drug and its metabolic products in 24-hour collections 
of urine following the intravenous injection of 0-5 g. of 
chloramphenicol in 4 patients with anuria, 11 with vary- 
ing degrees of renal impairment but normal liver func- 
tion, 11 with nutritional cirrhosis of the liver but without 
significantly reduced renal function, and 4 healthy 
subjects. 

The serum half-life of active chloramphenicol in anuric 
patients (3-2 to 4-3 hours) was not much longer than in 
the normal subjects (1-6 to 3-3 hours), but the half-life 
of the metabolic products of chloramphenicol was much 
greater in patients with severe renal disease (68-5 to 154 
hours) than normal (3-7 to 4-6 hours). Small amounts 
of aryl amine derivatives may accumulate in the blood 
of uraemic patients receiving chloramphenicol. Some 
of the patients with hepatic cirrhosis, in which there is 
probably a slower rate of glucuronide conjugation, 


showed a higher serum half-life for active chlorampheni- 


col. Nitro derivatives of chloramphenicol were extracted 
by the artificial kidney about one-half as well as was 
creatinine. 

The results are discussed in relation to the potential 
toxicity of chloramphenicol for uraemic patients and 
to the dosage of chloramphenicol for patients with renal 
or hepatic disease. J. E. Page 


1114. Persistence of Antibiotics in Blood of Patients with 
Acute Renal Failure. III. Penicillin, Streptomycin, Ery- 
thromycin and Kanamycin 

C. M. Kunin and M. Fintanp. Journal of Clinical 
Investigation [J. clin. Invest.] 38, 1509-1519, Sept., 1959. 
3 figs., 37 refs. 


Continuing their studies of the blood levels of anti- 
biotics in patients with renal disease [see Abstracts 1112 
and 1113] the authors have determined the persistence 
of penicillin (in 13 subjects), streptomycin (8), erythro- 
mycin (5), and kanamycin (4) in the blood by measuring 
the decay rate of the antibiotics in the serum. 

The serum half-life of penicillin after intravenous 
injection of one mega unit of sodium benzylpenicillin 
was prolonged from about 0-56 hour, the duration in 
normal subjects, to between 7-2 and 10-1 hours in anuric 
patients, falling to between 4 and 7 hours during the 


early phase of recovery from acute renal failure. The 
serum half-life of penicillin in 2 anuric patients with 
severe liver disease rose to 16-4 and 30-4 hours respect- 
ively, suggesting that in uraemic patients much of the 
degradation of penicillin may take place in the liver. 
The half-life of streptomycin in the serum of anuric 
patients who had received 1-0 g. of streptomycin sulphate 
intramuscularly was 2 to 5 days (normal 2-4 hours), 
falling to 1 to 2 days during diuresis. In one patient 
who became progressively uraemic and subsequently 
died of acute renal tubular necrosis streptomycin was 
still detectable in the serum 20 days after the last dose 
had been given. 

The serum half-life of erythromycin after the intra- 
venous injection of 0-5 g. of erythromycin glucoheptonate 
was prolonged from the normal level of about 1-5 hour 
to about 5 hours in anuric patients; the presence of 
liver disease in one patient did not appear to affect the 
serum half-life of erythromycin. Lastly, the serum half- 
life of kanamycin sulphate after the intramuscular 
injection of 1-0 g. was about 4 hours in normal subjects, 
but in 2 severely uraemic patients high serum levels of 
the drug were still present 4 to 5 days after injection. 

The results are discussed and a theoretical analysis of 
the effect of changes in renal function on the serum 
half-life of antibiotics is put forward. The authors sug- 
gest that the theory may also be applicable to other 
drugs. J. E. Page 


1115. Absorption and Excretion Studies of the Potas- 
sium Salt of 6(a-Phenoxypropionamido) Penicillanic Acid 
E. T. KNUDSEN and G. N. Routnson. Lancet [Lancet] 
2, 1105-1109, Dec. 19, 1959. 6 figs., 3 refs. 


The isolation and characterization of 6-amino-peni- 
cillanic acid (Batchelor et al., Nature (Lond.), 1959, 183, 
257) has opened the way for the production of new syn- 
thetic penicillins. This paper from the Beecham 
Research Laboratories, Betchworth, Surrey, reports a 
study of the absorption and excretion of one of these new 
products, the potassium salt of 6-(a-phenoxypropion- 
amido)-penicillanic acid (BRL 152), on oral administra- 
tion in comparison with the potassium salt of penicillin 
V (phenoxymethylpenicillin) given by mouth and with 
the sodium salt of benzylpenicillin given intramuscularly. 
The tests were carried out on 20 subjects between 20 and 
40 years of age in the fasting state, the concentrations 
of penicillin in the serum and urine being determined 
by the cup-plate method with Sarcina lutea as the test 
organism. 

Administration of BRL 152 produced serum penicillin 
levels at least double those obtained with the equivalent 
amount of phenoxymethylpenicillin, while the urinary 
excretion was 60°% of the dose in 6 hours with BRL 152 
and 40° with phenoxymethylpenicillin, the superior 
absorption of the former thus being confirmed. Doub- 
ling the dose of BRL 152 in the range 125 to 500 mg. 
doubled the serum concentration. The levels obtained 
after the oral administration of BRL 152 were at least 
equal to those obtained after the intramuscular injection 
of an approximately equivalent weight of the sodium 
salt of crystalline benzylpenicillin. F. W. Chattaway 
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1116. Electroencephalographic 
complicated ’’ Childhood Diseases 
F. A. Gress, E. L. Gipps, P. R. CARPENTER, and H. W. 
§pres. Journal of the American Medical Association [J. 
Amer. med. Ass.| 171, 1050-1055, Oct. 24, 1959. 8 figs., 
17 refs. 


The authors have recorded electroencephalograms 
(EEGs) from 1,298 children admitted to the Municipal 
Hospital for Contagious Diseases, Chicago, between 
October, 1956, and October, 1958, with various infectious 
diseases of childhood. An abnormal reading was not 
necessarily related to body temperature, normal record- 
ings being obtained in some patients with a temperature 
of 104° F. (40° C.). Of 717 children with measles, 37 
had clinical evidence of encephalitis; in all of these, as 
well as in 51° of the remaining 680, an abnormally slow 
EEG was obtained during the acute stage of the illness. 
The maximum susceptibility to brain damage by measles 
appeared to be at 3 years of age, as 72% of children 
of this age showed abnormal recordings, of which 25% 
were markedly abnormal. There were 126 patients 
with mumps, of whom 16 had clinical evidence of 
encephalitis; all of these and 31% of the remaining 110 
patients also showed abnormal slowing of the EEG. 
In this group the peak susceptibility to brain damage 
occurred at 2 years of age. Of the 253 children with 
chickenpox, the EEG was abnormal in all of 16 with 
clinical encephalitis and in 53 (22°%) of the remainder, 
the maximum age of susceptibility here being 3 years. 
Lastly, of the 46 cases of rubella studied, an abnorma! 
EEG was recorded in one with clinical encephalitis and 
in 6 others. 

In addition to these cases of viral disease, 126 children 
with scarlet fever were studied. None showed clinical 
signs of brain involvement, but in 21% the EEG was 
abnormally slow during the acute or immediate post- 
acute phase. In this group of patients the abnormal 
readings showed no age peak, being observed in children 
aged between 2 and 7 years. The authors hope to report 
a full follow-up study later; meanwhile of 904 EEGs 
tecorded from patients at re-examination, only 1% of 
those which were abnormal during the acute stage still 
showed abnormality after months or up to 2 years. 
There is evidence to show that an abnormally slow EEG 
does provide evidence of brain damage and that sub- 
sequent recordings may return to normal even though 
some impairment may persist. E. H. Johnson 


1117. Teratogenic Effects of Asian Influenza 

M. G. Wison, H. L. Hetns, D. T. IMAGAWA, and J. M. 
Apams. Journal of the American Medical Association 
Amer. med. Ass. 171, 638-641, Oct. 10,1959. 12 refs. 


_ In order to determine the effect of maternal Asian 
influenza on congenital anomalies in the offspring the 
incidence and type of deformities in newborn infants of 


Abnormality in Un- 


75 mothers with known haemagglutination-inhibition 
(H.I.) titres were compared with those in infants of 51 
mothers without positive H.I. titres 9 months after an 
Asian influenza epidemic in the area of Los Angeles 
County. Only major congenital abnormalities were 
considered. No significant difference was observed 
between the two groups in the incidence of abnormal 
births or the incidence of congenital anomalies. Thus 
there does not appear to be any evidence of a teratogenic 
effect of infection with Asian influenza virus in the 
pregnant woman. Winston Turner 


1118. Infectious Hepatitis: Detection of Virus during 
the Incubation Period and in Clinically Inapparent Infec- 
tion 

S. KRUGMAN, R. Warp, J. P. Gites, O. BoDANsKy, and 
A. M. Jacoss. New England Journal of Medicine [New 
Engl. J. Med.\ 261, 729-734, Oct. 8, 1959. 4 figs., 12 
refs. 


Control of the spread of infective hepatitis remains a 
perplexing problem in preventive medicine, largely be- 
cause of insufficient knowledge of the natural history of 
the disease. In an attempt to increase this knowledge 
the authors undertook the present study at Willowbrook 
State School, New York, an institution for mentally 
defective children, where 500 cases of infective hepatitis 
with jaundice have occurred since 1953 and have proved 
impossible to control. The object of the study was 
twofold: (1) to detect viraemia in hepatitis cases during 
the incubation period, the early icteric phase, and in 
clinically inapparent infections, and (2) to determine the 
period of infectivity. Samples of serum taken at the 
relevant stage of the illness were stored at —20° C. for 
5 to 21 months before use, and the presence of the virus 
in them was detected by the intramuscular inoculation 
of newly admitted children, aged 3 to 9 years, who were 
housed in an isolation unit. Criteria for the successful 
induction of hepatitis in this way were an incubation 
period of between 35 and 60 days, the character of the 
ensuing clinical illness, and the results of biochemical 
liver function tests. Viraemia was detected on the 3rd 


day of jaundice, 3 to 7 days before the onset of jaundice, 


and on the 25th day of the incubation period or 2 or 3 
weeks before onset of jaundice. 

Three types of test were performed. (1) Sera taken 
from 3 study patients at 16 to 24 days before the onset 
of jaundice were pooled and 0-5 ml. inoculated into each - 
of 12 test children; of the latter, 6 developed hepatitis 
(5 with jaundice and one without) 47 to 60 days later. 
(2) Of pooled sera taken from 15 study patients 3 to 7 
days before the onset of jaundice 0-25 ml. was inoculated 
into each of 9 test children, of whom 7 developed hepa- 
titis (3 with jaundice and 4 without) 36 to 51 days later. 
Of a control group of 4 uninoculated children, 2 
developed hepatitis, but the incubation periods in these 
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cases of 62 and 72 days respectively suggested that the 
infection had occurred through contact with the inocu- 
lated children of the group. (3) Of a sample of serum 
from a 6-year-old boy who had received virus by mouth 
37 days previously and whose serum glutamic oxalacetic 
transaminase was at its maximum level of 250 units per 
100 ml.—this abnormality being the only manifestation 
of hepatitis which was detected—0-3 to 0-5 ml. was in- 
oculated into each of 8 test children; of these, 6 developed 
hepatitis (3 with jaundice and 3 without) 33 to 48 days 
later. 

The authors discuss the implications of their results 
in relation to the preventive and immunological aspects 
of infective hepatitis. Joyce Wright 


1119. Tetanus: an Analysis of 40 Cases Treated during 
the Period 1939-1959 

P. A. PouLsen and G. Norsy. Danish Medical Bulletin 
[Dan. med. Bull.| 6, 223-227, Oct., 1959. 1 fig., 10 refs. 


Between 1939 and 1959 a total of 40 cases of tetanus 
were treated at Marselisborg Hospital, Aarhus, Den- 
mark. In 22 admitted between 1939 and 1953 treatment 
was by the standard methods commonly used at that 
time—namely, administration of anti-tetanus serum in 
large doses, of anti-convulsants and sedatives, and, in 
some cases, sulphonamides and antibiotics. In 18 cases 
seen between 1955 and 1959 treatment was according 
to the principles governing the management of cases of 
severe paralytic poliomyelitis, with tracheostomy, manual 
positive pressure ventilation, prophylactic measures 
against atelectasis, and feeding by stomach tube. The 
patients in the latter group were more severely affected 
than those in the former, as judged by the shorter 
incubation period and the shorter period of onset—that 
is, the interval between the initial symptoms and the 
onset of seizures. 

In the series as a whole there were 16 deaths, but 11 
of these occurred in the group treated between 1939 and 
1953, whereas only 5 occurred in the more severely 
affected group treated later, suggesting that modern 
methods were responsible for the improvement. In 
13 of the 15 cases in which necropsy was performed the 
causes of death were atelectasis and pneumonia. 

John Fry 


1120. Treatment of Tapeworm Infections in Man 
W. H. Jopiinc and A. W. Wooprurr. British Medical 
Journal (Brit. med. J.] 2, 542-544, Sept. 26, 1959. 2 refs. 


In view of the surprising paucity of information regard- 
ing the efficacy of different anthelmintic treatment regi- 
mens the authors report the results in 240 patients 
treated for tapeworm infections at the Hospital for 
Tropical Diseases, London, of whom 238 (including 7 
children) were infected with Taenia saginata, one with 
T. solium, and one with Diphyllobothrium latum. [The 
latter is wrongly referred to as Dibothriocephalus latus, 
formerly a synonym for D. latum but now reserved for a 
genus, the adult of which is found in fish.] 

Extract of male fern with acacia in cinnamon water 
was given orally to 33 patients and the same mixture 
with added glycerin to 59 patients, the full adult dose of 


the extract being 8 ml., reduced to 6 ml. for lighter adult 
patients and to 4 to 5 ml. for children. The mixture was 
given divided in 3 doses at 15-minute intervals and was 
followed by a saline purge 30 minutes later. In a further 
52 cases male-fern extract with or without glycerin was 
administered by duodenal intubation and, as before, fol- 
lowed by a saline purge after 30 minutes. Mepacrine 
was given orally to 49 patients in a dose of 1 g. in water 
swallowed over the course of one hour, and a similar 
dose by duodenal tube to 26 patients, again followed 
by a purge. Lastly, to 21 patients a dose of 0-3 g. of 
mepacrine in water was given the evening before, repeated 
in the morning, and followed 3 hours later by an emulsion 
of male fern. With all methods of treatment the patient 
was starved for 2 or 3 days before treatment and a saline 
purge was given each morning. If after treatment the 
head of the tapeworm was not recovered the patient was 
followed up for 4 months and regarded as cured only if 
no worm segments appeared in the stools in that time. 
Of the 240 patients, 189 (78-7°%) were cured after one 
treatment, the head of the worm being passed in 144 
cases (60%). In the failures proglottides reappeared 
4 to 16 weeks after treatment. The results of treatment 
were very similar with all drugs and regimens employed, 
but there was some suggestion that slightly better results 
were obtained in those patients who fasted for 72 hours 
before treatment (cure rate 84-3°%) than in those fasting 
for only 48 hours (cure rate 74:5%). Among the failures 
were 13 patients who vomited the dose. Vomiting was 
most frequent after oral mepacrine, and because of the 
risk of cysticercosis due to liberation of the larvae by 
digestion after vomiting in patients infected with T. 
solium mepacrine is not recommended for treatment of 
infestation with this parasite. O. D. Standen 


1121. Nasal Staphylococci and Sepsis in Hospital 
Patients 

R. E. O. Wituiams, M. P. Jevons, R. A. SHOOTER, 
C. J. W. Hunter, J. A. Girwina, J. D. Grirrirus, and 
C. J. W. Taytor. British Medical Journal (Brit. med. 
J.] 2, 658-662, Oct. 10, 1959. 10 refs. 


A study is reported of the incidence of septic infection 
due to nasal staphylococci in 1,358 patients admitted to 
St. Bartholomew’s Hospital, London. Of 722 who were 
eperated on, 342 were not nasal carriers of Staphylococcus 
aureus at the time of admission, nor did they become 
carriers during their stay in hospital; postoperative 
infection occurred in only 7 (2°%) of the patients in this 
group. The remaining 380 patients were either nasal 
carriers of Staph. aureus when admitted or became 
carriers, and no fewer than 27 (7-1°%) became infected. 
In 18 of the 27 staphylococci of the same phage type were 
isolated from both the wound and the nose, and in all 
except 3 the organisms were known to have been present 
in the nose before infection developed. A similar study 
of the incidence of septic infections other than in a wound 
showed that such infections developed in 2:1°% of non- 
carriers and 6:9°% of carriers of the staphylococcus. 

It is suggested that the incidence of sepsis would be 
reduced by the elimination or prevention of nasal 
carriage of staphylococci. R. Hare 
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1122. Tuberculin Reactions and B.C.G. Vaccination in 
Old Age 

D. M. Prinstey and H. British Journal of 
Diseases of the Chest (Brit. J. Dis. Chest] 53, 296-301, 
July, 1959. 20 refs. 


The authors of this paper from the Middleton Hospital, 
Ilkley, and St. James’s Hospital, Leeds, report a study of 
the tuberculin sensitivity of 1,000 patients aged 60 to 90 
years and the results of B.C.G. vaccination of a group 
of negative reactors. Tuberculin tests were carried out 
by the Heaf multiple-puncture technique, which was 
considered to be the most practicable for testing 
large numbers. The proportion of positive reactors was 
substantial, ranging for different 5-year age groups from 
67 to 84%. There was no decrease in sensitivity with 
increasing age. There was, however, a correlation be- 
tween population density and the percentage of positive 
reactors. When B.C.G. vaccination was carried out on 
101 elderly patients who were tuberculin negative a large 
proportion became tuberculin sensitive. The authors 
consider that B.C.G. vaccination is safe and effective in 
geriatric patients. T. M. Pollock 


1123. B.C.G. Vaccination—Preliminary Communication 
P. ELLMAN and L. G. ANprREws. British Journal of 
Diseases of the Chest [Brit. J. Dis. Chest] 53, 302-307, 
July, 1959. 28 refs. 


Since 1950 at the East Ham Chest Clinic, London, 
B.C.G. vaccination has been carried out on more than 
1,000 contacts of tuberculous patients; of these, 264 
have been followed up for periods of 5 to 8 years. Since 
vaccination 85 of the 264 patients have been known to be 
in close contact with relatives with infectious tuberculo- 
sis; pulmonary tuberculosis developed in only one of 
these. Local cervical or axillary lymph-node enlarge- 
ment, requiring aspiration in 3 cases, was the sole com- 
plication of vaccination. Of the 264 patients, 97-79% 
maintained their hypersensitivity during the follow-up 
period. T. M. Pollock 


1124. BCG Vaccination. Complications at Different 
Ages 

J.S. GemmMiLt. Medical Officer [Med. Offr] 102, 141- 
146, Sept. 18, 1959. 2 figs., 9 refs. 


B.C.G. vaccination was carried out on 19,720 infants 
born in 5 Glasgow hospitals between 1952 and 1956, 
and in this paper the incidence of complications is com- 
pared with that in school-children (non-contacts) sub- 
jected to B.C.G. vaccination at the age of 13. There 
were 329 complications in the infants, an incidence of 
167%: the incidence in the 13-year-old children was 
much lower—namely, 0-12%. Of the complications in 
infants, 15°% were due to local complications of the 
vaccination lesion compared with 83°% in the school- 
children. Delayed healing of the lesion as a result of 
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superficial or deep local abscess formation was the cause 
of the majority of the complications. The most effective 
method of treatment of abscess was digital expression of 
the contents. Polyp formation was observed in several 
cases and lupus in one. The remaining 85°% of the © 
complications in infants and 17% of those in children of 
13 years were due to local or regional adenitis. Incision 
of swollen lymph nodes was not attempted for at least 
6 weeks, to allow time for spontaneous resolution. 
Generally complications occurred 4 to 8 weeks after 
vaccination, but in a few cases they did not develop for a 
year or longer. 

[This is a useful account of vaccination complications. 
Local abscess formation as a cause of delayed healing 
of lesions and treatment by digital expression of the 
contents of the abscess do not appear to have been pre- 
viously described. This paper will repay study.] 

T. M. Pollock 


1125. BCG Vaccination in Man. [Review Article] 
T. M. Pottock. Tubercle [Tubercle (Lond.)| 40, 399- 
412, Dec., 1959. 2 figs., bibliography. 


1126. Epidemiological Basis of Tuberculosis Eradica- 
tion in an Advanced Country 

E. GROTH-PETERSEN, J. KNUDSEN, and E. WILBEK. 
Bulletin of the World Health Organization (Bull. Wid 
Hith Org.] 21, 5-49, 1959. 26 figs., bibliography. 


This extensive report from the Danish Tuberculosis 
Index, Copenhagen, is divided into three sections, the 
first dealing with the indices of tuberculosis and 
the present situation in Denmark, the second with the 
nation-wide mass campaign of 1950-52, and the third 
with the follow-up results of this campaign. [Only the 
first section is abstracted here.] 

In Denmark the indices of tuberculosis available 
include: (1) mortality, which is the only figure available 
from most countries; (2) morbidity; and (3) prevalence. 
In the 1930s almost the whole of the population of 
Denmark over the age of 35 had shown evidence of | 
previous tuberculous infection, much of this being associ- 
ated with bovine tuberculosis in cattle. The latter was 
eradicated by 1952, although tuberculin sensitivity in 
older people still reflects their experience of this organism 
in their youth. Tuberculin sensitivity surveys now reveal 
few positive reactors among those under the age of 20 
years. Recent improvements in bacteriological tech- 
niques have resulted in positive cultures being obtained in 
nearly 90°% of new cases. Bacteriologically negative 
cases have to satisfy rigid criteria before they can be 
registered as cases of tuberculosis. 

The notification of cases of tuberculosis is compulsory 
in Denmark and the maintenance of a central file ensures 
that affected patients moving from place to place are 
not lost sight of. Further, all death certificates in which 
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tuberculosis is mentioned are checked against the central 
file and it is found that only 2 to 3°% of all cases have not 
been recorded. The incidence of the disease is higher 
in Copenhagen than in the rest of the country, but the 
slight war-time increase has been followed by a rapid 
fall, the incidence in 1957 being 25 cases per 100,000 of 
the population. Mortality has also fallen, from 25 per 
100,000 in 1948 to 4 per 100,000 in 1957, and the peak, 
which occurred in young adults in 1950, has now almost 
disappeared. There has been no international agree- 
ment on the methods of estimating prevalence, but the 
authors would include only those patients in whom 
tubercle bacilli had been demonstrated in the sputum or 
gastric washings during the previous year. There is no 
indication that prevalence has increased as a result of 
the fall in mortality brought about by surgery and chemo- 
therapy. In the 1950s more than one-quarter of Den- 
mark’s adult population was examined each year, 88°% 
of these examinations being simple routine checks and 
only 8°% being carried out because of the appearance of 
symptoms. 

In view of the situation now achieved in Denmark the 
authors consider that a reorientation of the anti-tubercu- 
losis programme should take place, with the aim of total 
eradication of the disease. With this in mind it may be 
possible to divide the population into groups according 
to different degrees of risk and then to concentrate 
efforts on preventive measures for the high-risk groups. 

A. E. Wright 


1127. The Chemoprophylaxis of Tuberculosis. A Review 
H. P. Lampert. American Review of Respiratory 
Diseases [Amer. Rev. resp. Dis.] 80, 648-658, Nov., 
1959. _ 37 refs. 


1128. Advances in Treatment of Chronic Pulmonary 
Tuberculosis in Children 

S. J. Sreec and F. J. Bentiey. Tubercle [Tubercle 
(Lond.)} 40, 377-383, Oct., 1959. 7 refs. 


The High Wood Hospital, Brentwood, Essex, admits a 
very large number of children with chronic pulmonary 
tuberculosis (as distinct from primary tuberculosis), 
the radiographic appearances of which consist in ill- 
defined diffuse or nodular shadows, frequently of bi- 
lateral distribution, with or without cavitation. The 
present review is based on a study of 138 such children, 
67 of whom (Group 1) were admitted in 1947 or 1948, 
before the advent of chemotherapy, while 71 (Group 2) 
were treated and discharged in 1954, a year in which 
chemotherapy played a major role in treatment. Al- 
though the follow-up period for Group 2 was only 3 
years, the comparison is thought to be valid, as most 
deaths or major complications in Group 1 occurred 
during the first 3 years of observation. The groups 
were comparable for age (average 13 years), sex, and 
duration of treatment, but Group 1 contained a much 
higher proportion of more advanced cases. 

Of the 67 children in Group 1, who were treated 
largely with bed rest and collapse therapy, 18 (27%) 
died (15 in the first 2 years) and 22 relapsed (14 in the 
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first 3 years). There were no deaths and only 2 relapses 
among the 71 children in Group 2. Chemotherapy was 
supplemented by collapse treatment in 38 of these cases 
and by surgery in 8. Various combinations of isoniazid, 
streptomycin, and PAS were used, 2 drugs being given 
at a time for an average of 33 weeks. Strains of tubercle 
bacilli recovered from 18 patients in Group 2 showed 
some resistance to one or other of the main drugs. 
John Lorber 


1129. Safe High Dosage Isoniazid Therapy 

J. D. P. Davip and D. J. Leany. British Journal of 
Diseases of the Chest (Brit. J. Dis. Chest] 53, 390-399, 
Oct., 1959. 47 refs. 


In this paper from the Wolverhampton and Walsall 
Hospital Groups the literature on isoniazid toxicity is 
reviewed and the results of an investigation into the 
safety of high-dosage isoniazid treatment, in which 9 
patients with tuberculosis were given 600 mg. of isoniazid 
daily (effective dose 4 to 20 mg. per kg. body weight) 
for 3 to 9 months are reported. Vitamin-B complex 
tablets and, in cases of malnourishment, pyridoxine 
were also given. Only 3 patients developed toxic effects 
(chiefly hyperaesthesia and twitching). In 2 these 
effects were controlled by increasing the dose of pyri- 
doxine and reducing that of isoniazid. It is suggested 
that high isoniazid dosage should be used for patients 
with extensive disease and disease due to partially resist- 
ant tubercle bacilli and for those who are “ rapid inacti- 
vators”” of isoniazid. A large-scale controlled trial of 
high and low dosage of isoniazid is needed. 

C. M. Fletcher 


1130. Danger to Children of Infection from Exposure to 
Urine Containing Tubercle Bacilli: Results of a Siudy 
Made with the Mantoux Test 
G. Vasquez and J. K. Lattimer. Journal of the Ameri- 
can Medical Association [J. Amer. med. Ass.| 171, 29-33, 
Sept. 5, 1959. 4 figs., 2 refs. 


The investigation described in this paper from the 
Columbia University College of Physicians and Surgeons, 
New York, was designed to determine whether patients 
with active tuberculosis of the genito-urinary ‘ract who 
were excreting tubercle bacilli in the urine could infect 
their offspring. A total of 50 children (under 13 years 
of age) of 28 parents with tubercle bacilli in the urine 
were subjected to Mantoux tests; 11 (22°%) gave a posi- 
tive reaction. In children of the same age in the general 
population of New York the percentage giving a positive 
reaction to the Mantoux test was 10. An interesting 
finding in the present series was that all the positive 
reactors were the children of 8 of the parents, these 8 
having a total of 16 children; thus 69°% of their children 
gave a positive Mantoux reaction. The authors suggest 
that the personal hygiene of these parents was poorer 
than that of the others or that they came into more 
intimate contact with their children. They conclude 
that infection from urine containing tubercle bacilli can 
occur, but that the risk can be minimized by the proper 
disposal of urine from tuberculous patients and the 
observance of strict rules of hygiene. 

Kenneth M. A. Perry 
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1131. The Occurrence of Failures in 

Gonorrheal Urethritis. I. The Significance of L-form 
Transformation of Neisseria gonorrhoeae to Penicillin 
Resistance 

M. F. BariLe, G. K. VAN ZeEE, and R. YAGUCHI. Anti- 
biotic Medicine and Clinical Therapy (Antibiot. Med.] 6, 
470-479, Aug., 1959. 6 figs., 44 refs. 


In view of recent evidence of cases of gonorrhoea 
resistant to penicillin among American troops in Japan 
the authors, working at the 406th Medical General 
Laboratory, San Francisco, have carried out further 
laboratory studies to determine the cause of failure, and 
in this paper they describe penicillin-resistant cases of the 
infection taken from a series of 165 cases seen in 4 months 
during 1957. 

Urethral exudates inoculated on various types of agar 
and broth media»were incubated at 37° C. and observed 
at 48 and 96 hours for gonococci and pleuropneumonia- 
like organisms (P.P.L.O.) respectively. Penicillin toler- 
ance tests were also carried out on broth media and agar 
plates, the dilution of penicillin varying from 0-015 to 
1-0 unit per ml. of medium, the various media being each 
inoculated with 0-05 ml. of a 48-hour culture containing 
5-6 106 of Neisseria gonorrhoeae. The original treat- 
ment in all cases had consisted of 600,000 units of 
crystalline procaine benzylpenicillin daily for 3 days, to 
which the 7 cases mentioned above had failed to respond. 
The blood penicillin levels were not estimated in these 
cases, but it was shown that the range of resistance 
of the N. gonorrhoeae isolated was from 0-125 to 0-50 
units of crystalline sodium benzylpenicillin per ml. of 
medium. 

The authors surmise that repeated low blood levels of 
penicillin, the result of the common use prophylactically 
of tablets of benzylpenicillin,. most probably played 
some part in the development of resistance. The resist- 
ant strains isolated showed considerable morphological 
changes, and an L form of N. gonorrhoeae was induced 
in vitro after exposure to penicillin. Subsequently these 
L forms were resistant to high concentrations of penicillin, 
and it is considered possible that such forms may also 
be produced in vivo. Of the resistant cases, one sub- 
sequently responded clinically to further penicillin, 4 
responded to 250 mg. of chloramphenicol four times 
daily for 5 days, one to oxytetracycline, and one to 
chlortetracycline. A. J. Gill 


1132. Evaluation of the Treponema pallidum Immobiliza- 
tion Test of Serum and Cerebrospinal Fluid 

R. I. ANDERSON and J. F. Kent. American Journal of 
Clinical Pathology {[Amer. J. clin. Path.| 32, 233-239, 
Sept., 1959. 24refs. 


This report from the Walter Reed Army Institute of 
Research and the Catholic University of America, Wash- 
ington, D.C., describes the results of tests on patients 


~ 


whose clinical status in respect of treponemal infection 
was as nearly as possible unequivocal. The V.D.R.L. 
slide test, the Kolmer complement-fixation test with car 
diolipin antigens, and the treponemal immobilization 
(T.P.1.) test were performed on 1,302 sera and 386 
specimens of cerebrospinal fluid (C.S.F.). 

The results of the tests on sera from 453 patients with 
syphilis at various stages confirm the findings of other 
workers and emphasize that immobilizing antibody tends 
to develop later than reagin in early syphilis, whereas it 
is usually still demonstrable in treated late syphilis. [It 
should be noted that the cases of the latter type in this 
series included a small minority in which the T.P.I. 
reaction was negative.] Of 22 cases of non-treponemal 
infection, the T.P.I. reaction in the serum was positive in 
one (that of a man with pulmonary tuberculosis) and 
weakly positive in 3 others, while the results of the 
lipoidal antigen tests (S.T.S.) were positive or doubtful in 
26 instances. A further 211 patients had non-infectious 


’ disease, and sera from 2 (one with arteriosclerosis and 


one with lupus erythematosus) gave positive and 5 doubt- 
ful T.P.I. reactions, while in the same group sera from 37 
patients gave positive or doubtful S.T.S. reactions. Two 
doubtful results were also found among T.P.I. tests on 
sera from 416 apparently healthy persons, mainly young 
men undergoing routine tests before entering a Service 
academy. [No further details are given of the final 
clinical opinion reached on those patients who were 
unexpectedly found to give positive reactions to the 
T.P.I. test.] 

Specimens of C.S.F. were tested from 98 patients with 
verified neurosyphilis of various types; the T.P.I. reaction 
was found positive or doubtful in 63 cases and the S.T.S. 
reactions in 55. In 17 instances immobilizing antibody 
was present although the S.T.S. results were negative, 
while the reverse was true in11. A further 237 specimens 
of C.S.F. came from syphilitic patients without evidence 
of involvement of the nervous system as judged by stan- 
dard laboratory tests, and in 13 of these immobilizing 
antibody was found to be present. Most of the patients | 
in these two groups had been treated. A further 51 
specimens of C.S.F. came from non-syphilitic patients 
undergoing neurosurgery; all gave negative results with 
both the T.P.I. test and the S.T.S. _— A. E. Wilkinson 


1133. Reactions to Antibiotics: Their Importance in 
Venereology 
R. R. Wittcox. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 35, 208-219, Dec., 1959. 2 figs., 
47 refs. 


1134. Syphilis of Bones. [Review Article] . 

A. J. Kinc and R. D. Catrerat. British Journal of 
Venereal Diseases [Brit. J. vener. Dis.] 35, 116-128 
June [received Sept.], 1959. 30 figs., 29 refs. 
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1135. New Tremor Syndromes Occurring S 

in Natives of the Wabag—Laiagam—Kundep Region of the 
Western Highlands of Australian New Guinea 

K. Wiison, V. ZiGas, and D. C. Gaspusex. Lancet 
[Lancet] 2, 699-702, Oct. 31, 1959. 1 fig., 14 refs. 


While searching for cases of kuru or similar neuro- 
logical disorders in Melanesia the authors learned of a 
peculiar type of tremor syndrome occurring among 
natives of the Wabag—Laiagam—Kundep region of the 
Western Highlands of Australian New Guinea, 170 
miles away from the area around Okapa where kuru is 
found. So far they have seen 24 cases, 3 of which closely 


‘resembled kuru in showing progressive ataxia, incoordina- 


tion, tremors, and dysarthria. Of the other cases, 3 
were more like classic paralysis agitans occurring in men 
of 30, 38, and 40 respectively, 4 patients had acute general 
muscular fasciculation and tremor, 2 had marked tremor 
with signs of pyramidal-tract damage, 2 had tremors said 
to be secondary to arrow wounds of the brain, one 
(aged 70) had a senile tremor, and 3 others congenital 
non-progressive cerebellar tremors. The remaining 6 
had constant fine tremors of non-congenital origin 
without other symptoms. No necropsies have been 
performed as yet. The uniformly fatal outcome of the 
kuru syndrome was not found in these cases. More work 
is needed before the relationship, if any, between these 
syndromes and kuru can be established. 
G. S. Crockett 


1136. Fat Metabolism in Chronic, Severe Malnutrition: 
Lipoprotein in Children with Kwashiorkor 

J. Cravioto, C. L: DE LA Pena, and G. BurGos. Meta- 
bolism: Clinical and Experimental [Metabolism] 8, 722- 
730, Sept., 1959. 3 figs., 27 refs. 


Plasma concentrations of total lipids, total cholesterol, 
and alpha and beta lipoproteins were determined in 15 
children recovering from chronic severe dietary malnu- 
trition of the kwashiorkor type. Soon after treatment 
was started, all the lipid fractions studied showed a 
progressive, significant rise, followed by stabilization. 
The magnitude of the rise, and the speed at which the 
plasma lipids attained their maximal values, were inde- 
pendent of the severity and chronicity of malnutrition, 
and could be related neither to the amount or kind of 
diet ingested nor to the estimated degree of protein 
depletion. 

Considering that a strikingly similar phenomenon 
occurs in normal newborns during their first days of 
life, it is suggested that these findings in children recover- 
ing from kwashiorkor are a biochemical expression of the 
normal process of growth and development which, 
arrested during the course of chronic severe malnutri- 
tion, reassumes a rate and pattern comparable to the 
normal rate and pattern of the newborn.—[Authors’ 
summary.] 
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1137. Water and Electrolyte Studies in Cholera 

R. H. WATTEN, F. M. MORGAN, YACHAI NA SONGKHLA, 
BUNAM VANIKIATI, and R. A. PHILLIPs. Journal of 
Clinical Investigation [J. clin. Invest.] 38, 1879-1889, 
Nov., 1959. 4 figs., 22 refs. 


The authors point out that the rational treatment of 
cholera depends on combating the water and electrolyte 
losses which occur in this disease, but these have never 
been fully investigated, or at least have not been re- 
ported. The cholera epidemic in Bangkok, Thailand, 
in 1958 provided the authors with the opportunity to 
perform quantitative volumetric studies of water and elec- 
trolyte levels in the plasma, faeces, and urine for the first 24 
hours after admission in patients suffering from cholera. 
During this period all food and fluids by mouth were 
withheld, the increasing dehydration and acidosis being 
treated by intravenous infusion of fluids. The effect of 
water and sodium loading on electrolytic exchange was 
also observed and whole blood and plasma estimations 
were repeated on each patient in convalescence. A total 
of 25 patients with diarrhoea were studied, of whom 17 
were subsequently proved to have had cholera. 

A state of hyperosmolarity and raised plasma sodium 
and chloride levels was found on admission. The 
osmolarity and sodium and chloride concentrations in 
the faeces were lower than in the plasma, whereas the 
faecal potassium and bicarbonate levels were consider- 
ably higher. The origin of the copious diarrhoea which 
occurs in cholera is not known, nor is there any informa- 
tion regarding the site and extent of water and electro- 
lyte exchange between the extracellular fluid and the 
lumen of the intestinal tract. The detailed plasma 
values and the relationship between faecal electrolyte 
concentrations, faecal volume, and transit time are 
presented in several tables. In correcting the acidosis of 
cholera the infusion of a mean of 0-58 mEq. of HCO; 
(as sodium bicarbonate) per kg. body weight raised the 
plasma carbon dioxide level by 1 mEq. per litre. Cor- 
rection for the loss of HCO; in the faeces during the 
infusion period (the urinary loss being assumed to be 
negligible) made this mean value finally 0-41 mEq. per 
kg. body weight. The plasma protein concentration was 
found to be a more reliable guide to the degree of de- 
hydration than the haemoglobin level or haematocrit 
value. R. R. Willcox 


1138. The Multipuncture Depot Lepromin Test: Investi- 
gations with Different Antigens 

J. A. KINNEAR Brown and M. M. Stone. Leprosy 
Review [Leprosy Rev.] 30, 215-219, Oct., 1959. 1 fig., 
8 refs. . 


In some cases of leprosy early and late reactions resem- 


_ bling Mitsuda reactions to weak lepromin may be ob- 


tained by the intradermal injection of saline suspensions 
of normal skin. The authors report from the Kumi 
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Ongino Leprosy Settlement, Uganda, that this does not 
occur when the multipuncture technique with depot 
lepromin [see Brown and Stone, Lancet, 1959, 1, 1260; 
Abstr. Wld Med., 1960, 27, 20] is used. Reactions 
obtained by this technique in patients giving a positive 
reaction to the standard lepromin test vary with the 
origin of the material injected, being strongly positive 
with ordinary lepromin, weak to material made from 
old lepromata believed to be free from leprosy bacilli, 
and weak or absent to preparations from active tubercu- 
~ joid tissue. B.C.G. vaccination 3 weeks after the multi- 
puncture test causes a positive reaction only when 
lepromin from bacteriologically positive lepromatous 
tissue has been used. K. W. Todd 


1139. Circulation in the Feet of Leprosy Patients With 
and Without Ulcers 

B. B. GOKHALE, S. M. VABLE, and S. Mopak. Leprosy 
Review [Leprosy Rev.] 30, 234-241, Oct., 1959. 4 refs. 


While trauma and neurotrophic factors are probably 
important in the aetiology of ulceration of the feet in 
leprosy, circulatory changes due to the autonomic involve- 
ment which is known to occur early in the disease may 
also play a part. To investigate this possibility a study 
was made at the Sassoon Hospitals, Poona, on four 
groups of subjects: (A) 16 normal subjects, serologically 
negative for syphilis; (B) 11 subjects with clinically nor- 
mal extremities, but with positive serological reactions 
for syphilis; (C) 16 patients with leprosy without ulcera- 
tion of the feet; and (D) 14 patients with leprosy and 
chronic ulceration of one foot. All were given an intra- 
thecal injection of 1-5 ml. of 0-5°%% “* nupercaine ” (cin- 
chocaine) 5 or 10 minutes after an injection of 50 mg. of 
ephedrine. Thermocouple readings of the skin tempera- 
ture of the legs and feet were taken before and 25 and 
35 minutes after the spinal injection. 

No significant differences in the mean temperature 
change after spinal anaesthesia were found between 
Group A and Groups B and C. The change of tem- 
perature was, however, significantly less in the ulcerated 
feet of patients in Group D than in the feet of normal 
subjects. Similar differences, though less highly signifi- 
cant, were found between the ulcerated and non-ulcer- 
ated feet in Group D and between the non-ulcerated 
feet in Group D and the feet of normal subjects. No 
such differences were found in the lower third of the leg 
even where they were present in the feet. 

It is concluded that the arterial circulation is defective 
in ulcerated feet in leprosy. This deficiency ‘“‘ could be 
due in some cases to the pathological involvement of the 
arterial system and in others to the inherent inadequacies 
of this system ” [though no evidence is brought forward 
in support of this possibility]. K. W. Todd 


. Short and Long Acting Sulphones by Intramuscular 
jection 
G. Currie. Leprosy Review [Leprosy Rev.] 30, 220-233, 
Oct., 1959. 2 figs., 22 refs. 

At the Kochira Leprosarium, Nyasaland, 60 patients 
with advanced lepromatous leprosy were first given 
dapsone by mouth for 4 to 8 months. When it was clear 
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that they were likely to respond they were divided into 
four equal groups and treated as follows: (I) dapsone 
by mouth, 300 mg. twice weekly ; (II) dapsone (1-25 g.) 
suspended in ethyl esters of hydnocarpus oil (5 ml.) 
fortnightly by intramuscular injection; (III) 3 ml. of 
“** avlosulfon ’’ aqueous suspension, containing 0-6 g. of 
dapsone, fortnightly by intramuscular injection; and 


6 ml. of avlosulfon soluble which releases 1-2 g. 


of dapsone in the tissues, also fortnightly by intra- 
muscular injection. Two of the patients absconded and 
2 others were unable to complete treatment owing to the 
severity of the reactions. The groups were therefore 
reduced to 13 each [but it is not clear what method of 
selection was used]. 

In all four groups the degree of clinical improvement, 
the mean fall in the bacillary index, and the degree of 
degenerative change in the bacilli at the end of one year 
were similar, there being no significant difference between 
them. No patient failed to improve. There were no 
classic lepra reactions or psychoses, but the incidence 
and severity of reactions were high in all groups, the 
incidence being lowest in Group IV and the severity least 
in Group III. The highest incidence of erythema 
nodosum leprosum and the 2 cases of erythema multi- 
forme seen were in Group II (as were, originally, the 2 
cases in which treatment had to be stopped owing to 
gross reaction to the drug). 

Blood dapsone estimations were not carried out in this 
series, but previous studies have shown that the levels 
vary, usually very markedly, during the fortnight after 
intramuscular injection; yet the treatment was effective. 
Only 3 of the 39 patients receiving intramuscular treat- 
ment wanted to go back to oral treatment—all “* timid 
souls” andallinGroup II. It is suggested that although 
the work reported was carried out on lepromatous in- 
patients, the injection method will lend itself best to the 
out-patient treatment of tuberculoid cases, in which 
erythema nodosum is not to be expected. It is even 
possible that the hydnocarpus oil may prove, as has been 
suggested, to be an adjuvant in these cases. , 

Anaemia was marked in only 3 cases—again in Group 
II. Its pathogenesis is discussed [and this discussion 
should be read by all concerned with the haematology of 
leprosy]. K. W. Todd 


1141. Therapy of Strongyloidiasis with Dithiazanine 

J. P. MUHLEISEN and J. C. SWARTZWELDER. American 
Journal of Gastroenterology [Amer. J. Gastroent.] 32, 
317-327, Sept., 1959. 2 figs., 6 refs. 


None of the drugs hitherto given in the treatment of 
infection due to Strongyloides stercoralis has proved 
consistently effective. A new drug, “ dithiazanine ” 
(3:3-diethylthiadicarbocyanine iodide), was tried on 32 
male patients at the Veterans Administration Hospital, 
New Orleans, the majority of whom were admitted to 
hospital for various diseases additional to strongyloi- 
diasis. Several stool specimens and at least one speci- 
men of duodenal aspirate were examined to confirm the 
diagnosis. 

Initially 200 mg. of dithiazanine was given 3 times 
daily for 5 days, but this period of treatment was found to 
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be inadequate and was therefore extended to 21 days. 
Later the dosage was reduced from 600 mg. to 300 mg. 
daily. After treatment 29 of the 32 patients were free 
from infection, no organisms being found in the stool 
and duodenal aspirate; in 2 of these, additional courses 
were necessary to establish cure. In one of the 3 patients 
in whom there was no response a depressive psychosis 
developed which was unrelated to treatment, while in 
another gastrojejunostomy had been performed, which 
may have prevented the drug from reaching the parasites. 
The drug was given in tablet form in 29 cases and in a 
suspension in 3. Diarrhoea occurred during treatment 
in 2 patients and vomiting in one. The patient subjected 
to gastrojejunostomy had nausea, vomiting, and epi- 
gastric pain throughout the 21 days of treatment. In 
16 patients an eosinophilia was noted; a progressive 
decrease in the count occurred after treatment. There 
were 3 deaths in the series, but they were unrelated to 
dithiazanine. At necropsy in 2 of these no parasites 
were found, providing conclusive evidence of the efficacy 
of the drug. P. T. Main 


1142. Shunt Surgery for Portal Hypertension Due to 
Schistosoma mansoni: Evaluation and Management in 
Forty-one Cases 

R. Garcfa-PAcmieri, F. L. Rarrucci, L. A. Diaz- 
Bonnet, and J. F. BERNAL-Rosa. Journal of the Ameri- 
can Medical Association [J. Amer. med. Ass.] 171, 268- 
271, Sept. 19, 1959. 15 refs. : 


An account is given of the surgical management of 40 
cases of portal hypertension due to Schistosoma mansoni 
at San Juan City Hospital, Puerto Rico. In this type of 
portal hypertension the liver appears to retain more func- 
tional capacity than in Laennec’s or post-necrotic 
cirrhosis, and the results of the 11 liver function tests 
performed on these patients confirm this impression. 
Splenomegaly was present in 39 cases and hepato- 
megaly in 36. Jaundice was absent before operation. 
Secondary hypersplenism, with neutropenia and thrombo- 
cytopenia, was seen in 37 cases. In all cases oesophageal 
varices were demonstrated by both oesophagography and 
oesophagoscopy, the findings being confirmed by spleno- 
portography. Bleeding from varices had occurred in 
33 cases. 

The preoperative treatment is described in detail and 
consisted essentially in stopping active bleeding, when 
present, by oesophageal tamponade, blood replacement, 
electrolyte and fluid regulation, reduction of gastric secre- 
tion and acidity, and administration of a low-protein 
diet during or immediately after haemorrhage, of mena- 
dione, and, in some cases, of vitamin K;. During 
operation platelet-rich blood was used for transfusion 
when indicated. Postoperative treatment was directed 
largely towards preventing electrolyte imbalance or 
hepatic coma due to ammonia intoxication. 

A portacaval shunt was performed on 31 patients, 
Merendino’s operation on one, and a splenorenal shunt 
on 7. The portacaval shunt was found to be the most 
satisfactory. Four patients died during or immediately 
after operation, one from cardiac arrest, one from cere- 
bral haemorrhage, and 2 in hepatic coma. There were 
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3 late deaths, 2 from bleeding duodenal ulcer and one 
from pulmonary hypertension due to schistosomiasis, 
Formation of a portacaval shunt may increase the risk of 
pulmonary schistosomiasis, but it decreases the mortality 
from bleeding varices. W. H. Horner Andrews 


1143. The Epidemiology of Sleeping Sickness in East 
Africa. Part I. A Sleeping Sickness Outbreak in 
Uganda in 1957 

K. R. S. Morris. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. roy. Soc. trop. 
Med. Hyg. 53, 384-393, Sept., 1959. 2 figs., 6 refs. 


In 1957 an outbreak of sleeping sickness occurred in 
the basin of the Aswa River, Northern Uganda. The 
disease was introduced into Uganda from the Albert 
Nile, where an outbreak occurred in 1909; the migration 
of people eastwards from this point through Acholi 
spread the infection to Aswa valley, where sleeping 
sickness first appeared in 1935. In 1945, as a result of an 
exceptionally dry season, there was abnormally close 
contact between tsetse (Glossina palpalis) and man, 
causing a new outbreak. In the 1957 epidemic a dense 
population occupied a part of the tsetse-infected river, 
so that contact with the vector was inescapable; addi- 
tional factors were the absence of other sources of food 
for the fly and a very dry season. Asa result the usually 
low endemic of infection with Trypanosoma gambiense 
flared up, the incidence of the disease increasing tenfold 
in 18 months. The epidemic was checked by mass 
examination and treatment as well as by local elimination 
of the tsetse by spraying the waterside vegetation with 
dieldrin. C. A. Hoare 


1144. Ultra-violet Irradiation of the Cercariae of Schisto- 
soma mansoni. Inhibition of Development to the Adult 
Stage 

O. D. STANDEN and K. A. FuLLER. Transactions of the 
Royal Society of Tropical Medicine and Hygiene (Trans. 
roy. Soc. trop. Med. Hyg.| 53, 372-379, Sept., 1959. 
1 fig., 14 refs. 


The authors describe a preliminary investigation, car- 
ried out at the Wellcome Laboratories of Tropical Medi- 
cine, London, of the cercaricidal properties of ultraviolet 
irradiation as supplied by a commercial water sterilizer 
emitting ultraviolet radiation in the region of 2,537 A. 
With an output of 15 microwatts per sq. cm. measured 
at 1 metre distance from the source cercariae of Schisto- 
soma mansoni were completely immobilized after exposure 
for 4 minutes at 2-cm. distance or after 5 to 10 minutes at 
4-cm. distance. A number of other experiments using 
different periods of exposure at various distances from 
the source are described. It was finally shown that after 
exposure to irradiation at a distance of 2°5 cm. for 10 
seconds cercariae could be so affected that they did not 
lose their power of skin penetration into white mice, 
but failed to develop to maturity in these animals. It 
is suggested that domestic water supplies in areas where 
schistosomiasis is endemic could thus be protected by 
the use of a standard ultraviolet water sterilizer, a flow 
of 200 gallons (910 litres) per hour ensuring a sufficient 
exposure time of 9 seconds. Clement C. Chesterman 
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1145. Dexamethasone: a New Corticosteroid—lIts Effect 
in Allergic Disease 

A. S. FRIEDLAENDER and S. FRIEDLAENDER. Annals of 
Allergy [Ann. Allergy) 17, 705-709, Sept.—Oct., 1959. 
T refs. 


At the Grace Hospital, Detroit, 132 patients with vari- 
ous allergic disorders, 32 of whom were suffering from 
bronchial asthma, were treated with dexamethasone for 
periods of 3 days to 84 months. The maintenance dose 
required varied from 0-5 to 3-0 mg. a day; the effect 
of dexamethasone in chronic bronchial asthma is estim- 
ated to be about five times greater than that of predni- 
sone, dose for dose. The side-effects were about the 
same as with other steroids, but the tendency to develop 
moon face and increase in body weight was more pro- 
nounced. H. Herxheimer 


1146. Oral Theophylline Compounds in Chronic Asthma: 
a Blind Clinical Trial 

C.D. R. PENGELLY and W. BROCKBANK. British Medical 
Journal [Brit. med. J.] 2, 866-867, Oct. 31, 1959. 5 refs. 


At the Asthma Clinic, Manchester Royal Infirmary, a 
clinical trial was carried out to compare the therapeutic 
value of aminophylline and theophylline sodium glycinate 
in the oral treatment of chronic asthma. The efficacy of 
aminophylline given parenterally has long been recog- 
nized, but since it is strongly alkaline in solution and is 
broken down inthe stomach to produce free theophyl- 
line, a gastric irritant, it has been regarded as unsuitable 
for oral administration. The newer neutral theophylline 
compounds, such as theophylline sodium glycinate, are 
generally considered to be freer from gastro-intestinal 
side-effects when given by mouth, but the plasma level of 
theophylline produced has been shown to be less than 
that produced by aminophylline by mouth, and the 
Clinical efficacy of the two types of compound does not 
appear to have been compared previously in a controlled 
trial. 

Identical tablets, each containing 150 mg. of theo- 
phylline either as aminophylline or theophylline sodium 
glycinate, were used in a double-blind trial. The subjects 
were all chronic asthmatics, their ages ranging from 21 
to 66 years. All were taking antispasmodics by mouth 
or inhalation regularly. After one week of observation to 
eliminate those who showed spontaneous improvement 
the remaining 34 patients were given one month’s 
supply of tablets and instructed to take 2 of them 3 times 
daily just before meals. They were seen at fortnightly 
intervals for assessment, and again one month after all 
the tablets had been taken. The identity of the tablets 
taken in each case was unknown until after the final 
assessment had been made. Analysis of the results 
showed no significant difference between the two com- 
Pounds tested. Of the 12 patients who were “ much 
improved’, 6 had taken aminophylline and 6 theo- 


phylline sodium glycinate; for the 8 who were “ im- 
proved” the corresponding figures were 5 and 3, and 
for the 14 in whom the treatment was regarded as a failure 
they were 5 and 9 respectively. (The bases of assessment 
are defined.) Partial or complete relapse occurred within 
a month of the end of the trial in all but 4 of the 20 
patients showing improvement, 2 of the 4 having taken 
aminophylline and 2 theophylline sodium glycinate. 
Side-effects, which included dyspepsia, nausea, vomiting, 
palpitations, headaches, and dizziness, occurred in 19 
patients, of whom 8 (42°%) had taken aminophylline and 
11 (58%) theophylline sodium glycinate. 

These results are consistent with the finding that the 
plasma level of theophylline produced is higher with 
aminophylline than with theophylline sodium glycinate 
and provide no support for the assumed superiority of 
the latter drug for oral administration. 

Robert E. Lister 


1147. Allergic Manifestations Due to Sensitization by 
Pollen of the Poplar (Populus alba). (Les manitestations 
allergiques dues a la sensibilisation par pollen du peuplier 
(Populus alba)) 
S. Pusevié. Acta allergologica [Acta allerg. (Kbh.)] 14, 
180-184, 1959. 


The study here reported from the Institute of Medical 
Research, Belgrade, has confirmed that the pollen from 
the poplar tree (Populus alba) is an allergen which can 
cause hay-fever and asthma. Patients sensitive to poplar 
pollen were usually also sensitive to other allergens. 

A. W. Frankland 


1148. Favismus in Israel. [In English] 
N. Lass and C. Nitzani. Acta allergologica [Acta 
allerg. (Kbh.)] 14, 210-212, 1959. 9 refs. 


The authors of this paper from Hadassa Municipal 
Hospital, Tel Aviv, Israel, point out that contrary to 
previously held views favismus is not a disease confined 
to certain geographical areas and almost exclusively to 
Sardinia and Sicily, but an ethnographical-racial disease. 
Nearly 300 cases of favismus have been reported in 
Israel. Of 216 for which data were available to the 
authors, the diagnosis was definite in 210. One patient 
came from Poland; the remainder came from the 
Mediterranean. In all cases characteristic features were 
a low blood glutathione level, low rate of incorporation 
of radioactive glycine into glutathione, and a defective _ 
activity of glucose-6-phosphate dehydrogenase. Genetic- 
ally the abnormality of metabolism is probably trans- 
mitted by a sex-linked incompletely dominant gene. 

A. W. Frankland 


1149. Steps toward a Better Understanding of the Acute 
Allergic Reaction 

G. B. LoGan. Annals of Allergy [{Ann. Allergy) 18, 
17-35, Jan., 1960. 2 figs., bibliography. 
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1150. The Effect of Sitosterol on Radioactive Fat 
Absorption Patterns 

D. Berkowitz, W. Likxorr, and D. M. SKLAROFF. 
American Journal of Cardiology {Amer. J. Cardiol.] 4, 
282-286, Sept., 1959. 3 figs., 19 refs. 


Controversial reports have been published in recent 
years about the efficacy of certain plant sterols, such as 
sitosterol, in lowering the serum cholesterol level. Their 
occasional effectiveness has been attributed to their inter- 
ference with fat absorption. 

In investigations carried out at the Albert Einstein 
Medical Center and Hahnemann Medical College, 
Philadelphia, fat tolerance tests were performed with 
radioactive triolein, both with and without the simul- 
taneous administration of 6 g. of sitosterol, on 5 normal 
control subjects and 5 patients with hypercholesterol- 
aemia and severe coronary arterial disease. In none 
of the subjects did sitosterol have any apparent effect on 
fat absorption. Another group of 10 patients with 
coronary arterial disease and hypercholesterolaemia 
were treated for 4 to 6 months with a divided dose of 
9 g. of sitosterol daily. Only in one case was there any 
significant change in the serum cholesterol level, while the 
radioactive fat tolerance test performed at the end of 
the period of treatment showed no appreciable change 
in fat absorption, even in the one case in which the serum 
cholesterol level had become normal. Investigations 
now in progress with unsaturated fatty acids have 
indicated that reduction of the serum cholesterol level 
is not related to a modified fat tolerance. The authors 
suggest, therefore, that the serum cholesterol level alone 
may be an incomplete guide to the efficacy of “ anti- 
atherogenic ”’ treatment. Z. A. Leitner 


1151. pD-Xylose and Its Use in the Diagnosis of Mal- 
absorptive States 

P. A. CHRISTIANSEN, J. B. KirsNer, and J. ABLAZA. 
American Journal of Medicine [Amer. J. Med.| 27, 443- 
453, Sept., 1959. 41 refs. 


A study was undertaken at the University of Chicago 
to asses the value of the oral xylose test (measurement of 
the urinary excretion of D-xylose after oral administra- 
tion) in the investigation of malabsorption due to various 
causes. 

Xylose, which is a monosaccharide, is absorbed pri- 
marily in the duodenum and proximal part of the 
jejunum, although the actual mechanism of its absorption 
is still uncertain and the manner and route of its meta- 
bolism obscure. After the ingestion of 25 g. by the nor- 
mal subject 65% is absorbed, the blood level reaching a 


peak in 2 hours and returning to normal in 5 hours,. 


while over this 5-hour period approximately 6-5 g. of 
xylose can be recovered from the urine. In the present 
study, in order to standardize conditions of absorption, 
25 g. of p-xylose was given after an 8-hour fast in 500 ml. 
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of water, followed by 250 ml. of water one and 2 hours 
later. Urine was collected for 5 hours after the adminis- 
tration of the xylose and the xylose content measured by 
the method of Rose and Rice. 

The test was carried out on 10 normal subjects and 
100 patients with varying bowel disorders, all having 
normal renal function. The plasma carotene level, the 
coefficient of fat absorption (based on faecal fat estima- 
tions), and in some cases the glucose tolerance curve 
were determined, all tests being performed during the 
same stage of the disease. It was found that in cases of 
idiopathic malabsorption less than 2:5 g. of the xylose 
was excreted in 5 hours, this being considered to be due 
to failure of absorption. In cases of malabsorption 
from known causes, however, there was no consistent 
correlation between fat absorption, the plasma carotene 
level, and the result of the xylose test, and indeed in 
patients with pancreatic disease xylose excretion might 
be normal when the coefficient of fat absorption was 
abnormal. 

It is concluded that the oral xylose test is valuable as a 
screening procedure for distinguishing idiopathic from 
secondary types of malabsorption. B. M. Ansell 


1152. Water Retention in Obesity. [In English] 

H. W. Banst and J. M. OLsEN. Acta endocrinologica 
[Acta endocr. (Kbh.)| 32, 113-122, Sept., 1959. 1 fig., 
25 refs. 


In obesity in human beings disturbance of water meta- 
bolism is common. As a rule in patients who are over- 
weight extracellular fluid and over-all body fluid contents 
are reduced in relation to body weight, but there are 
often signs of water retention and latent oedema. There 
may be fluctuations from day to day of several kilograms 
in body weight. At St. Georg’s General Hospital, 
Hamburg, renal function was studied in 27 patients treated 
for obesity, none of whom had evidence of endocrine, 
cardiac, or metabolic disease, clearance tests with a 
constant plasma level being used. It was found that 
renal blood flow, the glomerular filtration rate, and the 
filtration fraction were significantly reduced. 

The water balance underwent a change following 
administration of 100 yg. of L-triiodothyronine to 17 
obese patients. The influence of the drug on renal func- 
tion, total body fluids, and extracellular fluids was 
examined. Statistical probability indicated that total 
body fluid and glomerular filtration became nearly 
normal, renal blood flow was significantly increased, 
and the volume of extracellular fluids remained un- 
changed at a low level. A. G. Mullins 


1153. The Clinical Significance of Aminoaciduria. 
[Review Article] 

J. J. Cutsoitm Jr. Journal of Pediatrics [J. Pediat.) 55, 
303-314, Sept., 1959. 2 figs., bibliography. 
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1154. Life with a Subtotal Gastrectomy. A Follow-up 
Study Ten or More Years after Operation 

E. D. KieFer. Gastroenterology [Gastroenterology] 37, 
434-438, Oct., 1959. 1 fig. 


A follow-up study is reported of 397 patients with 
duodenal ulcer, 110 with gastric ulcer, and 65 with stomal 
ulcer who were subjected to subtotal gastrectomy at the 
Lahey Clinic, Boston, between 1941 and 1947; only 20 
patients were followed up for less than 10 years. In all 
cases a Billroth-II operation was performed, with a Hof- 
meister anastomosis. The immediate postoperative 
mortality was 3-67%. Of the survivors who were fol- 
lowed up, stomal ulcer developed in 23 out of 351 (6-6%) 
operated on for duodenal ulcer and in 9 out of 62 
(14-5°%%) operated on for stomal ulcer; it did not develop 
in any of the 80 with gastric ulcer. Haemorrhagic 
episodes after gastrectomy occurred in 48 (9-7°%) of the 
493 survivors; a recurrent ulcer crater could be demon- 
strated in only 17. There were 12 deaths during the 
follow-up period, making the total mortality attributable 
to ulceration and operation 5-8%%. The survival rate 
indicated that once the risk of operation was passed the 
life expectancy was normal; moreover, 90°% of the sur- 
vivors were able to follow their usual occupations and 
82% could eat a meal of normal size without distress. 
Undesirable sequelae of subtotal gastrectomy, which 
occurred in approximately 20°% of the patients, included 
the dumping syndrome (persistent in 4-3°%% of the patients) 
and difficulty in regaining and maintaining weight. 

A. Wynn Williams 


1155. A Study of Uropepsin as a Reflection of Gastric 
Secretory Activity 

J. R. Jupe and A. H. Harris. A.M.A. Archives of 
Surgery [A.M.A. Arch. Surg. 79, 761-768, Nov., 1959. 
10 figs., 14 refs. 


Estimation of urinary uropepsin excretion is now often 
used as an indirect test of gastric secretory activity on 
the assumption that the uropepsin content of the urine 
closely reflects the secretion of pepsinogen by the gastric 
mucosa. Most of the research on which this assumption 
is based, however, has been carried out under clinical 
conditions which are difficult to control. The present 
Paper from the National Cancer Institute, Bethesda, 
Maryland, reports experiments on 4 dogs in which a 
Heidenhain pouch had been constructed. Control col- 
lections of gastric secretion and urine were started 14 
days after the operation and continued for 30 days. 
Two dogs were then given daily subcutaneous injections 
of 30 to 60 mg. of histamine in yellow wax. Intra- 
muscular injections of cortisone acetate in doses of 50 
to 200 mg. were given to a third dog over a period of 
35 days: Finally, hypophysectomy was carried out on 
2 dogs, in one of which the effect of replacement therapy 


with cortisone was noted. In none of these trials was 
there any statistical correlation between the daily gastric 
output of pepsin or acid and uropepsin excretion. The 
administration of cortisone produced a definite increase 
in gastric secretion of free acid and a slower increase in 
that of pepsin; there was no corresponding trend in the 
excretion of uropepsin. Hypophysectomy resulted in a 
decrease in the secretion of free acid and pepsin, which 
rose again sharply when small doses of cortisone were 
given; there was no corresponding fall or rise in the 
excretion of uropepsin. 

[The results are given in the form of graphs which 
look convincing, but there are no tables enabling the 
reader to apply his own tests. The most convincing 
experiment was the solitary one, apparently unplanned, 
in which cortisone was used after hypophysectomy to 
cover a minor operation.] Denys Jennings 


1156. Peptic Ulcer in Town and Country 

C. N. PuULverTAFT. British Journal of Preventive and 
Social Medicine [Brit. J. prev. soc. Med.} 13, 131-138, 
July [received Nov.], 1959. 4 figs., 10 refs. 


The incidence of new cases of peptic ulcer occurring in 
the city of York and a neighbouring rural area during the 
6 years 1952-7 was determined through the cooperation 
of the local consultants and general practitioners. 
Altogether 1,132 cases were diagnosed in a population of 
approximately 52,000 men and 56,000 women aged 15 
years and over. Haemorrhage was the presenting symp- 
tom in 15-8°% of those diagnosed in men and 16°5% of 
those diagnosed in women; the corresponding figures for 
perforations were 13-7% and 7:8%. The annual inci- 
dence per 1,000 men aged 15 years and over was 2:15 
for duodenal ulcer and 0-53 for gastric ulcer; the 
corresponding rates for women were 0-62 and 0-31 per 
1,000. The incidence of both types of ulcer was higher 
in the city than in the rural area; this held for both 
sexes, but the difference was greater for men than for 
women. It was not due to a difference in the facilities for 
diagnosis, as a similar urban: rural ratio was found in the 
incidence of acute perforation. The difference between 
town and country diminished during the period of the 
survey owing to a decline in the incidence of duodenal 
ulcer among men in York. 

For both duodenal and gastric ulcers the incidence of 
diagnosis increased with age up to the age group 55-64 
years in men; judged by the age at onset, however, the 
annual incidence of duodenal ulcers appeared to be 
almost constant between the ages of 25 and 64 years and 
for gastric ulcers between the ages of 45 and 64 years. 
Analysis of the data by social class showed that gastric 
ulcers occurred 2:71 times as frequently among semi- 
skilled and unskilled workers as among men classified as 
“* professional and semi-professional ” workers; for duo- 
denal ulcers the difference was in the same direction, but 
was less marked (1-50:1). Acute perforations occurred 
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less frequently in York than in Glasgow and perforated 
duodenal ulcer was only half as frequent in York as in 
Aberdeen. The annual incidence of peptic ulcer in 
York was about 25°% higher than that estimated for men 
of similar age distribution in a survey in the south of 
England a few years earlier. Richard Doll 


1157. Hereditary Mucoviscidosis in the Adult and the 
Relationship to Peptic Ulcer. (Die erbliche Erwachsenen- 
Mucoviscidosis und ihre Beziehungen zur Ulkuskrank- 
heit) 

E. Kocu. Deutsche medizinische Wochenschrift [Dtsch. 
med. Wschr.| 84, 1773-1784, Sept. 25, 1959. 11 figs., 
46 refs. 


This very long article from the University of Giessen, 
Germany, deals with the old question whether a heredit- 
ary factor is involved in the causation of peptic ulcer. 
In the present instance, however, the possible hereditary 
factory discussed is an unusual one, the author’s argu- 
ment being based on the observation made by himself 
and his colleagues that hereditary mucoviscidosis is more 
frequent in adults than in children. 

Mucoviscidosis, which is more commonly known, 
especially to paediatricians, as fibrocystic disease of the 
pancreas, is frequently fatal in its effects on infants and 
young children, but the author claims that this is not the 
case in adults. He defines it as a functional endocrine 
disease characterized by the excretion from various sites 
in the body of an abnormal, highly viscous mucus. The 
clinical features of the condition are anomalous, including 
the effects of abnormal pancreatic secretion and some- 
times bronchiectasis or pulmonary emphysema, persis- 
tent low blood pressure, and increased concentration of 
sodium and chlorides in the sweat. 

Of 41 adult patients with mucoviscidosis, no fewer 
than 17 had active or healed peptic ulcers which, by 
comparison with control subjects, is ten times higher 
than the number expected. It is therefore suggested that 
mucoviscidosis may be one of the long-sought hereditary 
factors in the aetiology of peptic ulcer. 

[Of the 46 references given, by far the largest number 
are to German sources, many of them in paediatric 
journals.) J. W. McNee 


1158. Pancreatic Endocrine Function and Peptic Ulcera- 
tion 

R. M. ZOLLINGER and D. W. ELtiotr. Gastroenterology 
[Gastroenterology] 37, 401-411, Oct., 1959. 7 figs., 
14 refs. 


In this paper from Ohio State University College of 
Medicine, Columbus, the authors describe 2 cases of 
repeated jejunal ulceration associated with hyperchlor- 
hydria. In one patient, a female aged 44 years, several 
non-f-islet-cell adenomata were present in the pancreas, 
while in the other, a female aged 19 years, there was a 
metastasizing non-f-islet-cell carcinoma of the pancreas. 
The first patient underwent a number of abdominal 
operations, including eventual total gastrectomy and 
total pancreatectomy, but died from pneumonia follow- 
ing surgical relief of high intestinal obstruction. The 
second patient remained well 34 years after total gastrec- 


tomy. The authors briefly describe the main features of 
this syndrome [now known as the Zollinger—Ellison 
syndrome], in which there is the triad of fulminating 
ulceration, gastric hypersecretion, and an adenomatous, 
carcinomatous, or hyperplastic proliferation of non-f- 
islet-cells in the pancreas. To date, there are 76 docu- 
mented cases. Total gastrectomy is the treatment of 
choice. 

[The histological details are very brief and need 
clarification—for example, the term ‘‘ malignant aden- 
oma ”’ appears in the text.] A. Wynn Williams 


1159. The Effect of Meteorological Factors on Relapse 
of Peptic Ulcer. (O ponu mereoponoru4eckoro 
MIpH ASBEHHOH SonesHH) 

T. NikoLagsku. AKaunuyeckaa Meduyuna [Klin. Med. 
(Mosk.)} 37, 37-41, Oct., 1959. 1 fig., 12 refs. 


The author’s belief in the influence of meteorological 
factors, such as barometric pressure, temperature, precipi- 
tation, air currents, and electric atmospheric phenomena, 
on the exacerbations of the course of peptic ulceration 
is based on observations carried out over a period of 4 
years on 233 patients suffering from this disorder. 
These showed that the highest incidence of exacerba- 
tions of the ulcerous disease was observed during the 
months of maximum meteorological fluctuations. The 
author considers that these meteorological factors act on 
the course of the ulcerative disease through their influence 
on the patient’s vegetative and humoral systems. 

A. Orley 


1160. The Problem of Gastric Ulcer. [Review Article] 
J. B. Kirsner, C. B. CLAYMAN, and W. L. PALMER. 
A.M.A. Archives of Internal Medicine [A.M.A. Arch. 
intern. Med.| 104, 995-1020, Dec., 1959. Bibliography. 


LIVER AND GALL-BLADDER 


1161. Renal Failure in Laennec’s Cirrhosis of the Liver. 
I. Description of Clinical and Laboratory Features 

S. J. L. Betsky, and K. H. Annals of 
Internal Medicine [Ann. intern. Med.] 51, 759-773, Oct., 
1959. 2 figs., 16 refs. 


The authors report (from Boston Veterans Administra- 
tion Hospital) their observations on 22 alcoholic patients 
with hepatic cirrhosis whose terminal illness was com- 
plicated by renal failure accompanied by a raised blood 
urea level and usually also oliguria. Precipitating factors 
included moderate gastro-intestinal bleeding, paracen- 
tesis, and deepening jaundice. The authors point out 
that. the blood urea levels were substantially lower than 
those usual in fatal renal failure, and therefore do not 
claim that the renal failure was the major cause of 
death; they regard it rather as only one manifestation 
of a general terminal state. In these patients renal 
blood flow and glomerular filtration rate were both 
diminished, although the kidneys did not show any 
structural changes. The prognosis in patients with 
cirrhosis complicated by retention of urea is very poor, 
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and indeed as indicated above all these patients died, 
the various forms of treatment tried having proved 
ineffective. D. A. K. Black 


1162. Benign Recurrent Intrahepatic ‘‘ Obstructive ”’ 
Jaundice 

W. H. J. SUMMERSKILL and J. M. Wa sue. Lancet 
[Lancet] 2, 686-690, Oct. 31, 1959. 4 figs., 11 refs. 


The authors describe 2 cases, one seen at the Central 
Middlesex Hospital and the other at University College 
Hospital, London, in which there was chronic benign 
relapsing jaundice for which no cause could be found. 
The patients, a man aged 33 and a woman aged 47, had 
suffered from attacks of jaundice from the ages of 17 
and 9 years respectively, which lasted for various periods 
ranging from one month to 2 years and were accompanied 
by dark urine, pale stools, and pruritus; the male patient 
had suffered from 16 attacks inall. Despite the obstruc- 
tive nature of the jaundice there was no hepato-spleno- 
megaly and physical examination showed no abnormality 
apart from deep jaundice and weight loss, presumably 
due to intestinal malabsorption. In liver function tests 
serum bilirubin levels of up to 40 mg. per 100 ml. were 
obtained, with a positive van den Bergh reaction and 
raised serum alkaline-phosphatase levels. The -results 
of flocculation tests and the serum cholesterol levels were 
however normal. 

Liver biopsy specimens obtained from both patients 
showed evidence of bile retention and accompanying 
cellular infiltration of the portal tracts. There was no 
histological evidence, such as bile-duct proliferation, to 
suggest an extrahepatic source of biliary obstruction. 
Laparotomy was performed twice on the female patient 
and four times on the male patient, but no abnormality 
could be detected; the liver was quite normal in appear- 
ance and operative cholangiograms and exploration of the 
bile ducts showed no obstruction. The male patient 
seemed to respond to a course of steroids, the jaundice 
subsiding after 10 days’ treatment, but coincidental 
spontaneous improvement could not be excluded. No 
beneficial effects resulted from the use of antispasmodic 
drugs given to relax possible spasm of the sphincter of 
Oddi, or from the instillation of magnesium sulphate 
into the duodenum. These patients thus showed all the 
signs of “ obstructive ’’ jaundice, but in fact no biliary 
obstruction, either intra- or extrahepatic, could be 
demonstrated. The lack of a relevant family history, 
the severity of the jaundice, and the absence of pigmenta- 
tion in the hepatic cells differentiate these cases from the 
types of congenital hyperbilirubinaemia at present 
recognized. The authors suggest that these patients 
probably suffer from some physicochemical congenital 
abnormality of bile production or transport across the 
liver cell membrane. Possibly several as yet unknown 
mechanisms may be responsible for the production of 
jaundice in patients with this disorder, and the recog- 
nition of these mechanisms should lead to a more rational 
Classification of other types of congenital hyperbili- 
rubinaemia. The condition as described seemed to be 
benign, although the patients ran the risk of being sub- 
jected to repeated operations on the biliary tract. It is 
urged that in such cases, once the existence of extra- 


hepatic biliary obstruction has beep ruled out and ade- | 


quate cholangiograms performed, further surgery should 
be avoided. A. E. Read 


INTESTINES 


1163. Electrical Activity of the Small Intestine 

E. E. DanteL, D. R. Car.tow, B. T. WACHTER, W. H. 
SUTHERLAND, and A. BoGcocu. Gastroenterology [Gas- 
troenterology| 37, 268-281, Sept., 1959. 9 figs., 11 refs. 


In this paper from the University of British Columbia 
and Shaughnessy Hospital, Vancouver, a study is 
reported of the electrical activity of the small intestine in 
anaesthetized dogs and in patients during partial 
gastrectomy or cholecystectomy when the small intestine 
was exposed. An exploring electrode was implanted 
into the intestinal wall and an indifferent electrode was 
placed at a site chosen to minimize the recording of 
cardiac electrical activity. The recordings revealed 
continuous slow waves diminishing both in frequency 
and amplitude from the duodenum to the terminal 
ileum. Superimposed on these were bursts of fast 
action potentials which seemed to originate in or near 
the longitudinal muscle and to initiate forceful segmental 
contractions. The effects of adrenaline, atropine, mor- 
phine, and serotonin on intestinal electrical activity 
were also studied. 

[In general, the results confirm the findings of other 
workers in this field.] P. C. Reynell 


1164. The Development of Carcinoma of the Large 
Intestine in Ulcerative Colitis 

I. M. P. DAwson and J. Pryse-Davies. British Journal 
of Surgery (Brit. J. Surg.] 47, 113-128, Sept. [received 
Nov.], 1959. 17 figs., 22 refs. 

Of a consecutive series of 663 cases of ulcerative colitis 
seen at the Gordon Hospital, London, between 1946 
and 1958, carcinoma of the large intestine was found in 
19, a crude incidence of 2:9°%. There were 12 females 
and 7 males, a sex distribution similar to that in the 
whole series of patients with ulcerative colitis. The 
development of cancer was related to the duration of the 
colitis, symptoms of the latter being observed at an 
earlier age in the patients with cancer than in those 
without. The average age at diagnosis of carcinoma 
was appreciably lower than the average age at such 
diagnosis in the general population. The growth was in 
the rectum in 10 cases and in the colon in 7; in the 
remaining 2 cases the primary origin was not determined. 
Some form of intestinal polyp was associated with car- 
cinoma in 9 of the 19 cases, true polyps, inflammatory 
pseudo-polyps, and transitional types being found. Of 
the 19 patients, 13 died, death being due to intestinal 
cancer in 12. It is stated that the prognosis is unusually 
poor, chiefly because there are no specific diagnostic 
features of cancer in these cases. Intestinal stricture 
developed in 7, and it is suggested that when this compli- 
cation is present in cases of long-standing ulcerative 
colitis carcinomatous change should be suspected. 

' A. Wynn Williams 
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1165. Ulcerative Colitis and Pregnancy 
E. L. Krawitt. Obstetrics and Gynecology [Obstet. and 
Gynec.] 14, 354-361, Sept., 1959. 29 refs. 


The author reports the results of 32 pregnancies in 16 
patients aged from 20 to 39 seen at the New York 
Lying-in Hospital over a 10-year period who had either 
had ulcerative colitis before the pregnancy or developed 
it during pregnancy or in the postpartum period. There 
were no maternal deaths, no therapeutic abortions, and 
28 full-term deliveries; of the other 4 pregnancies, 2 
ended in spontaneous abortion and 2 in a premature 
birth. In 20 instances the colitis was inactive at the 
start of the pregnancy, in 5 it was active, in 4 it started 
during the pregnancy, and 2 patients had undergone 
ileostomy for colitis before the pregnancy. Considering 
the 32 pregnancies as a group it appeared that the disease 
was exacerbated in 12, unaffected in 19, and improved in 
only one. 

The author reviews the literature on this subject and 
lists the results recorded in 605 cases of pregnancy com- 
plicated by ulcerative colitis. This series shows a spon- 
taneous abortion rate of 10-5°%, a therapeutic abortion 
rate of 5%, and an incidence of premature births of 2%. 
Of 566 reported cases in which the onset of the colitis 
preceded the pregnancy, the disease improved during 
pregnancy in 15%, was aggravated in 37%, and un- 
changed in 31%, while of 154 cases in which the disease 
was active at the time of concepiion it was aggravated 
during pregnancy in 51% and improved in 23%. In 
his discussion the author lays particular stress on the 
observation that psychological factors appear to have 
the greatest effect in determining the course that the 
disease will take in pregnancy, and in consequence he 
considers that the doctor-patient relationship is the most 
important factor in treatment. Illustrative case reports 
are given of 3 patients, one of whom strongly wished for 
children and experienced a remission of the colitis 
during and after the pregnancy, whereas in the other 2 
who displayed great apprehension and unwillingness to 
face the problems of motherhood the disease was 
aggravated. T. D. Kellock 


1166. Study of Allergic Sensitization in Haemorrhagic 
Recto-colitis. (Etude des sensibilisations allergiques dans 
la recto-célite hémorragique) 

J. J. Duparry, R. Pautrizer, and J. D. MaASsso-. 
Archives des maladies de l’appareil digestif et des maladies 
de la nutrition [Arch. Mal. Appar. dig.| 48, 897-906, 
Sept., 1959. 1 fig., 11 refs. 


In this communication from the Faculty of Medicine 
of Bordeaux the authors discuss mainly the aetiology of 
haemorrhagic recto-colitis, a disease that bears some 
resemblance to ulcerative colitis, but is not identical 
with it. Proctoscopy rarely reveals the presence of 
ulceration, but the very fragile mucous membrane bleeds 
easily. Acute forms with a rapid downhill course occur, 
but are rare, as also are such complications as infectious 
polyposis and perforation, while malignant changes are 
exceptional. The disease has been ascribed to emotional 
and endocrine factors, but the authors stress the import- 
ance of an allergic aetiology, although this has been 


rejected by many authorities. They then report the 
results of skin tests carried out on the latest 15 patients 
seen with this disease, for which they employed their own 
technique of epicutaneous reaction consisting in the 
application of the allergen to a skin area which has been 
prepared by defatting with spirit and superficially scraped. 
They assert that this method is perfectly safe, in contrast 
to the traditional methods of scarification or intradermal 
injection which may be dangerous owing to the possi- 
bility of massive absorption of the antigen. 

A series of 43 substances, mainly pollens and drugs, 
were used for the tests. Of the 15 patients, 12 (80°) 
showed reactions to one or more of these allergens com- 
pared with only 12°% of healthy controls [number not 
stated]. However, an allergic mechanism was not 
regarded as the only cause in most cases, and additional 
emotional or menstrual troubles were elicited in 8 of the 
patients. Specific desensitization by the same epicv- 
taneous method was carried out in 6 cases, the dose being 
graded by altering the duration of dermal application 
and not by changing the dilutions of the allergen. The 
allergens were applied initially for two periods of 10 
minutes each week but later at longer intervals. Only 
2 of the desensitized patients showed definite improve- 
ment after treatment, for 10 and 15 months respectively. 
Additional treatment consisted in giving hydrocortisone 
retention enemas, vitamins C and B;2, and tranquillizing 
and antihistaminic drugs. Only drugs with low antigenic 
properties were employed. There had been two deaths 
in a previous similar series and there were none in the 
present small series. _R. Schneider 


1167. Haemorrhagic Recto-colitis and Food Allergy. 
(Rectocdlite hémorragique et allergie alimentaire) 

H. Sarvtes, M. Deck, H. CHALVET, and L. AMBROSI. 
Archives des maladies de l’appareil digestif et des maladies 
de la nutrition [Arch. Mal. Appar. dig.| 48, 907-925, 
Sept., 1959. 5 figs., 28 refs. 


At the Faculty of Medicine of Marseilles 9 patients 
suffering from haemorrhagic recto-colitis were tested for 
the possible allergic nature of the disease. The authors 
found skin tests of little help, but dietary tests proved to 
be of considerable value. Probable offending substances 
were omitted in turn from the diet for a period of at least 
4 days and then reintroduced in a single test. Improve- 
ment during omission of the particular food was regarded 
as suggestive evidence of its antigenic nature, while the 
occurrence of a crisis in the hours following its reintro- 
duction was regarded as proof. The number of blood- 
stained stools was adopted as the measure of the con- 
dition of the patient. 

All 9 patients were sensitive to milk, 8 also to wheat, 
4 were in addition sensitive to potatoes, and one each to 
bananas, beef, Roquefort cheese, and coffee. Omission 
of the offending food led to a cure in 2 patients observed 
for 5 months and 2 years respectively, 2 more were 
improved (but one of these was not definitely allergic, 
as he had not responded to reintroduction of the test 
foods), while 3 patients improved but defaulted later, 
another was lost sight of, and one died. 

R. Schneider~ 
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1168. Congenital Kinking of the Aortic Arch 

J. N. PATTINSON and R. G. GrRainGcer. British Heart 
Journal (Brit. Heart J.| 21, 555-561, Oct., 1959. 8 figs., 
13 refs. 


The radiological appearances of a kinked or buckled 
aortic arch are described and 5 new cases of this con- 
genital anomaly are reported in this paper from the 
Radiodiagnostic Departments of the Middlesex, St. 
Thomas’s, and the London Chest Hospitals. The mal- 
formation is considered to be due either to an abnor- 
mally high aortic arch or to a shortening of the liga- 
mentum arteriosum. The radiological appearances are 


so typical that correct diagnosis and differentiation from 


a superior mediastinal tumour presents no difficulty. 
The authors consider that there is probably some relation- 
ship between a kinked aortic arch and coarctation of the 
aorta. J. B. Wilson 


1169. Functional Obstruction of the Left Ventricle 
(Acquired Aortic Subvalvar Stenosis) 
R. Brock. Guy’s Hospital Reports [Guy’s Hosp. Rep.] 
108, 126-143, 1959. -11 figs., 7 refs. 


The author presents a careful and concise study of 3 
further cases of functional obstruction of the left ventricu- 


‘lar outflow track, a condition which he discussed at 


some length in describing the 3 original cases (Guy's 
Hosp. Rep., 1957, 106, 221; Abstr. Wid Med., 1958, 23, 
429). He concludes that while there can now be no 
doubt that the condition occurs, its cause remains 
obscure. The evidence for muscular hypertrophy of the 
region below the aortic valve is not conclusive. It is 
suggested that cases that have all the signs of severe 
aortic stenosis, in which recordings of withdrawal pres- 
sures demonstrate the presence of obstruction, but in 
which valvular calcification cannot be demonstrated, may 
well be examples of this condition. 
T. Holmes Sellors 


1170. Aortic Subvalvar Stenosis: Surgical Treatment 
R. Brock. Guy’s Hospital Reports [Guy’s Hosp. Rep.] 
108, 144-158, 1959. 7 figs., 12 refs. 


Subvalvar aortic stenosis usually takes the form of a 
fibrous ring situated between 0-1 and 1 cm. below the 
valve, although it may (rarely) be as low as 2 cm. below 
it. In a previous paper (Brock and Fleming, Guy’s 
Hosp. Rep., 1956, 105, 391; Abstr. Wid Med., 1957, 
21, 176) 5 cases of this condition treated surgically were 
recorded; the present further 11 cases brings the author’s 
total up to 16. The majority of the patients were young 
(13 of them being aged under 20) and displayed the fea- 
tures of severe aortic stenosis. The diagnosis of the 
condition was considerably facilitated by the perform- 
ance of percutaneous left ventricular puncture and the 
tecording of withdrawal pressures. Open operation 
was performed in 7 cases, with 2 deaths, and the trans- 


ventricular operation in 9, with one death. The results 
of dilatation of the stricture are reasonably satisfactory, 
the author having a preference for the transventricular 
approach. T. Holmes Sellors 


1171. The Concept of Pericardiectomy as a Treatment 
for Recurrent Idiopathic Pericarditis in the Absence of 
Cardiac Constriction 

H. F. Zinsser, J. JOHNSON, and W. S. BLAKEMORE. 
American Journal of the Medical Sciences [Amer. J. 
med. Sci.| 238, 464-470, Oct., 1959. 6 refs. 


The clinical features in 6 cases of recurrent idiopathic 
pericarditis are described in this paper from the Univer- 
sity of Pennsylvania Hospital, Philadelphia. The pre- 
dominant symptom of a febrile illness lasting several 
months was a pericardial type of chest pain. The pain 
was situated anteriorly and posteriorly over the upper 
chest, radiated to the neck, and was exacerbated by 
changes in posture. The patients were more comfortable 
sitting up, although there was no evidence of tamponade. 
Other features were malaise, a low-grade fever, loss of 
weight, a leucocytosis (10,000 to 20,000 cells per c.mm.), 
increased erythrocyte sedimentation rate, and a reversal 
of the albumin:globulin ratio. A history of pleurisy 
with or without effusion was obtained in all cases. Re- 
peated investigations had not revealed any evidence of 
tuberculosis or of malignant disease. 

Under a prophylactic chemotherapy cover extensive 
pericardiectomy was carried out; all the patients were 
well during a short follow-up period. The excised peri- 
cardial tissue showed non-specific inflammatory changes 
only. R. L. Hurt 


DIAGNOSTIC METHODS 


1172. Master Two-step Exercise Test in Clinically Un- 
selected Patients 

A. J. Bropy. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 171, 1195-1198, Oct. 31, 1959. 
5 refs. 


In an attempt to determine the prognostic value of the 
Master two-step exercise test the author investigated the 
records of 756 clinically unselected male subjects under- 
going periodic health examinations in which the test 
was part of the routine procedure. Though most of 
them were middle-aged business executives, their ages 
ranged from 23 to 74 years. They had been followed up 
for 3 to 10 years (average just over 4 years). 

In 280 cases a positive response to the test was obtained 
in the form of changes in the electrocardiogram (ECG) 
on exertion. Of these subjects, who ranged in age from 
32 to 69 years, with a mean of 53, 32 (11-4°%%) developed 
angina pectoris, coronary insufficiency, or definite myo- 
cardial infarction during the period of follow-up. This 
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contrasts with an incidence of 4:2°%% in those in whom the 
result of the test was negative. 

In 23 of the 280 cases the response was of the typical 
ischaemic type, the S-T segment being depressed 0-5 mm. 
or more below the P-R or P-Q junction. Of these 
subjects, who ranged in age from 36 to 63 years, with a 
mean of 54, 6 subsequently developed myocardial infarc- 
tion and 10 developed classic angina pectoris; thus 
69-5°%, developed coronary disease. In 184 of the 280 
cases the ECG showed junctional S-T depression, the 


‘segment being concave, but ascending progressively. A 


depression of less than 1-5 mm. was shown to be of no 
significance, coronary disease developing in only 4 (2:5°%%) 


of 161 such cases. On the other hand, of the 23 cases © 


in which this type of depression exceeded 1-5 mm., 
coronary disease developed in 5 (21-7%). Arrhythmia 
developed during the test in 24 subjects aged 32 to 66 
(mean 51). Of these, 3 (12-5%) developed definite 
signs of coronary disease, though none developed myo- 
cardial infarction. In 27 cases the ECG after exertion 
showed T-wave changes only, the T waves becoming flat- 
diphasic or flat or developing shallow inversion in two 
or more leads. In only one case was there inversion of 
more than 4 mm. in Leads V4 to V6, this being in the 
only subject who developed angina. In the remaining 
22 of the 280 cases the resting ECG was abnormal and 
showed changes after exercise. Two of these subjects 
subsequently developed myocardial infarction and one 
angina pectoris, the incidence of coronary disease in 
this group thus being 13-6°%. A. C. F. Green 


1173. The Electrocardiogram of Alcoholic Cardiomyo- 
pathy 

W. Evans. British Heart Journal [Brit. Heart J.| 21, 
445-456, Oct., 1959. 9 figs., 19 refs. 


. This report is based upon the findings in 20 consecutive 
cases of alcoholic cardiomyopathy seen in private prac- 
tice. The distinctive electrocardiographic change con- 
sists in a deformity of the T wave, which takes one of 
three forms. (1) The “* dimple ’” T wave, which consists 
of a shallow and narrow dimple that interrupts the other- 
wise isoelectric S-U segment and is seen in Leads I and 
CR7 or CR4.’ (2) The “ cloven” T wave, which is a 
low T wave cleft at its summit and seen in Leads CR4 
and CR7. (3) The “spinous” T wave, which is not 
necessarily tall, has a base of 0-10 to 0-15 second and a 
pointed or spinous summit. In 3 of the author’s patients 
the presence of extrasystoles suggested the diagnosis in 
that they were multiple, arose from different foci, or were 
associated with a moderate tachycardia. Extrasystoles 
were also present with the distinctive T-wave changes in 
6 other patients. 

Atrial fibrillation was present in 2 patients and paroxys- 
mal atrial tachycardia in another 2. In view of the cur- 
rent tendency to assume that, in the absence of the usual 
causes, atrial fibrillation is due to coronary arterial 
disease, it is suggested that this investigation “‘ has 
emphasized the need to seek first the history of alcoholism 
before naming coronary arterial disease as the cause of 
fibrillation in a patient in whom the usual causes of the 
arrhythmia are absent”. In patients with alcoholic 
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cardiomyopathy bundle-branch block and depression 
of the S-T segment are “sinister signs”. Both the 
patients in this series exhibiting these electrocardio- 
graphic signs died. The importance of early diagnosis 
lies in the fact that “ abstinence from spirit-drinking 
before it has progressed to the more serious phase of 
complicated alcoholic myocardosis will enable the patient 
to regain his customary health ”’. 

[This is an important contribution to a hitherto neg- 
lected subject. The article, in which the clinical features 
of alcoholic heart disease are also discussed, should be 
read in full by all clinicians—as well as cardiologists.] 

William A. R. Thomson 


1174. The Cardiogram of Congenital and Acquired Right 
Ventricular Hypertrophy 

J. F. Goopwin and Z. H. Appin. British Heart Journal 
(Brit. Heart J.] 21, 523-544, Oct., 1959. 10 figs., 27 refs. 


This study from the Postgraduate Medical School of 
London, which is based upon the findings in 45 cases of 
right ventricular hypertrophy due to congenital heart 
disease and 72 cases of right ventricular hypertrophy 
due to acquired disease, indicates that signs of right 
ventricular hypertrophy in the electrocardiogram (ECG) 
tend to be present in greater degree in congenital than 
in acquired cases. It also confirms the importance of 
Leads V4R, V5, and VR in the diagnosis of right ven- 
tricular hypertrophy. The difference between the two 
groups of cases is due mainly to the greater right ventricu- 
lar systolic pressure, pulmonary vascular resistance, and 
right ventricular thickness and to the absence of left 
ventricular hypertrophy in congenital heart disease. 

The ECG patterns are of value in predicting the severity 
of the disease. Thus in mitral stenosis, while a slight 
degree of right ventricular hypertrophy may be associ- 
ated with a considerable increase in pulmonary resistance, 
the reverse is not true, and a Grade-4 ECG guarantees a 
right ventricular systolic pressure of about 80 mm. Hg 
or a total pulmonary resistance of about 20 units. In 
congenital pulmonary hypertension a Grade-3 ECG 
generally suggests a right ventricular systolic pressure 
in the region of 75 mm. Hg or more and a Grade-4 
ECG indicates pressures above 100 mm. Hg. The 
ECG, however, is less helpful in predicting the severity 
of Fallot’s tetralogy, as the right ventricular systolic 
pressure is at systemic level in all cases because of the 
ventricular septal defect and aortic over-ride. 

[This is a detailed study which will be of the greatest 
help to all concerned with the selection of patients for 
cardiac surgery.] William A. R. Thomson 


1175. Some Clinical Aspects of Isotope Circulation 
Studies 

R. H. GREENSPAN, R. G. Lester, J. F. MARVIN, and K. 
AmPLATZ. Radiology [Radiology] 73, 345-353, Sept., 
1959. 9 figs., 12 refs. 

A method for the detection of intra- and extra-cardiac 
shunts by an isotope technique is described in this paper 
from the University of Minnesota, Minneapolis. 

About 50 microcuries of “ renografin ’’ labelled with 
radioactive iodine (131J) is injected through a cardiac 
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catheter or intravenously and the subsequent passage of 
the radioactivity detected by two scintillation counters 
placed over the heart and over a major artery, either the 
femoral artery or the abdominal aorta. A third counter 
may also be placed over the lung. The counting rate is 
recorded separately and simultaneously from all counters. 
The pattern in healthy subjects and the variations caused 
by mitral stenosis, cardiac failure, right-to-left shunts 
due to septal defects, and anatomical malformations such 
as Fallot’s tetralogy are described. The method is 
considered to be rapid and simple and has the advantage 
of not requiring arterial puncture. K. E. Halnan 


CONGENITAL HEART DISEASE 


1176. Valvotomy as a Curative Operation for Simple 
Pulmonary Stenosis 

M. CAMPBELL. British Heart Journal [Brit. Heart J.) 21, 
415-428, July [received Sept.], 1959. 5 figs., 17 refs. 


We have followed up 64 patients (21 cyanotic and 43 
acyanotic) for an average period of 6 years after valvo- 
tomy for severe pulmonary stenosis. These were the 
survivors of 76 who had been operated on by Sir Russell 
Brock in 1948-56. For patients who had not reached 
the stage of congestive heart failure, the operative 
mortality was under 6%. Only one patient failed to 
obtain any benefit and this was because his stenosis was 
not recognized as infundibular. One has died from 
tuberculosis though he was satisfactory as far as his heart 
was concerned. All the others were doing well but we 
have excluded 5 of them (mostly from oversea) because 
our data were not complete. We have tried to decide 
how many of the remaining 57 had been improved 
enough to be regarded as normal for most purposes, 
with a normal outlook for the future. 

The results were so good in 35 (61%) of the 57, includ- 
ing similar proportions of acyanotic and of cyanotic 
patients, that we think they nearly reach this high stan- 
dard. They are able to lead normal lives and none has 
lost any of the improvement that was gained. The 
average systolic gradient across the pulmonary valve has 
been reduced from 111 to 28 mm. in the 27 where we 
have these measurements. In all the 14 where the heart 
was enlarged it became smaller, and in 11 much smaller. 
Where there was R.V. strain it was abolished or greatly 
reduced: R.V. preponderance also was reduced, e.g., 
the average size of the R wave in V1 was reduced from 
22 to 7 mm. and the sum of SI+RIII from 33 to 17 mm. 
We think that these patients are likely to remain well for 
along future. They have, of course, the risk of bacterial 
endocarditis, but none of them has suffered from this so 
far. Otherwise they can be regarded as nearly normal, 
though Johnson (personal communication) finds that the 
response to exercise is often abnormal even when the 
gtadient has been nearly abolished. Perhaps the extra 
reduction of about 20 mm. in the gradient that would 
make them normal is more likely to be achieved with 
open operation with hypothermia, but this must not be 
at the expense of producing pulmonary regurgitation 
more often. 
2D 
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Another 22 patients (39°) were improved, often 
greatly but they still had significant pulmonary stenosis 
that may we think prove harmful in the future. In 
those where it was measured the average systolic gradient 
has been reduced from 132 to 55 mm. (against 111 to 
28 mm. in the former group). In none of these with 
R.V. strain, as shown by T inversion in the right chest 
leads, was this abolished: it was, however, often im- 
proved and the R.V. preponderance was lessened nearly 
as much as in the first group (45 instead of 58°%). The 
heart became smaller in 6 of the 8 where it was enlarged, 
in 3 much smaller, and in the other 2 we think this was 
prevented by the production of pulmonary regurgitation. 
Most of the patients with the best results were under 
16, and only 4 were over 20: on the other hand, nearly - 
half of those who were only improved were over this 
age. One reason may be that good reduction of the 
gradient is more difficult because the valve and the outflow 
tract have become more rigid, but we think that 
sometimes it is because the fibrosis of the right ventricle 
has become irreversible. We have come to think, 
therefore, that patients should be operated on at an 
earlier age, as soon as convenient and always before they 
are 17, and that after 25 anything approaching a curative 
operation becomes much less likely.—[From the author’s 
summary.] 


1177. Paradoxical Results of Infundibular Resection in 
Tetralogy of Fallot 

E. M. M. BESTERMAN, T. V. O’DONNELL, and W. SOMER- 
VILLE. Circulation [Circulation] 20, 823-830, Nov., 
1959. 3 figs., 9 refs. . 


This paper from the Middlesex Hospital, London, 
records the results of direct-vision infundibular resection 
and pulmonary valvotomy carried out under hypothermia 
on 7 patients with Fallot’s tetralogy, of whom 5 were 
aged between 6 and 13 years and 2 were 17 and 26 
respectively; 4 of them had previously undergone an 
unsuccessful Blalock operation. As regards the patients’ 
symptoms the present operation was a success. Whereas 
previously all the patients had been intensely cyanosed 
and became very breathless on slight exercise, after the 
operation 5 showed no cyanosis at rest and the other 2 
only a trace, and none admitted to any disability on 
exercise. On the other hand it was observed that in all 
cases the jugular venous pressure rose and radiologically 
the heart size and pulmonary vascular markings in- 
creased. In all patients a left-to-right shunt at ventricu- 
lar level was demonstrated by cardiac catheterization. 
In all but one case a pulmonary diastolic murmur of 
pulmonary incompetence appeared postoperatively. 

Discussing the reasons for these paradoxical results the 
authors suggest that after removal of the obstruction to 
the pulmonary circulation the pulmonary vascular resist- 
ance became lower than the systemic (aortic) resistance 
and a left-to-right shunt developed. This led to right 
heart failure and also to pulmonary plethora. The 
cause of the left heart failure was probably twofold: 
(1) the raised right ventricular diastolic pressure was 
transmitted to the left ventricle, and (2) the left ventricle 
being underdeveloped was unable to deal with the in- 
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creased blood flow consequent on the newly acquired 
left-to-right interventricular shunt. They agree that the 
eventual aim of treatment of Fallot’s tetralogy must be 
complete correction of the septal defect with the aid of an 
efficient by-pass apparatus, but whether this would be 
better performed in one stage or in two stages is not yet 
certain. They point out that the two-stage operation 
allows the heart and pulmonary vasculature time to 
adjust gradually to the new circumstances, during which 
period the ventricular septal defect is still present to 
provide a safety valve’. John Rendle-Short 


1178. A Simplified Indicator-dilution Technic for the 
Localization of Left-to-right Circulatory Shunts: an 
Experimental and Clinical Study of Intravenous Injection 
with Right Heart Sampling 

E. BRAUNWALD, W. W. Prarr, R. T. L. Lona, and A. G. 
Morrow. Circulation [Circulation] 20, 875-880, Nov., 
1959. 6 figs., 23 refs. 


Dye-dilution curves have been widely used in the 
diagnosis and evaluation of cardiac shunts in acquired 
and congenital heart disease, but are mainly of value in 
locating right-to-left shunts. This paper from the 
National Heart Institute, Bethesda, Maryland, describes 
a modification of the technique so that it can be used for 
the location of left-to-right shunts. The method, which 
was first tested on 10 dogs with experimentally produced 
left-to-right shunts, and then applied to the examination 
of 24 patients, 16 with and 8 without cardiac shunts, is as 
follows. Tricarbocyanine dye (cardiogreen) is injected 
into a peripheral vein and samples of blood taken from 
the right atrium. If there is no shunt the dilution curve 
obtained is characterized by a rapid ascent and a smooth 
descent, followed by the reappearance of the dye which 
has circulated through the systemic bed. The cardiac 
catheter is now advanced into the right ventricle and a 
further injection of the dye made into a peripheral vein. 
If a left-to-right shunt is present a different curve results: 
the ascent is again rapid, though not so tall as previously 
owing to the greater dilution of blood in the ventricle, 
but the descent is no longer smooth, showing either a 
secondary peak or a prolongation of the descent which 
results from the dye rapidly re-entering the ventricle 
through the septal defect. By varying the position of the 
catheter, injecting further dye, and comparing the shape 
of the curves obtained, exact location of the position of 
the shunt is possible. Full details are given. In the 
present study blood for sampling was withdrawn from 
the cardiac catheter by a motor-driven syringe at the 
rate of 20 ml. per minute and the dye content analysed 
by a cuvette densitometer connected to a direct-writing 
or photographic recorder. The chief advantage of the 
technique is that it obviates the necessity of left heart 
catheterization or the insertion of two catheters, one for 
injecting the dye and one for withdrawing the blood 
samples. 

[An obvious limitation of this method is the danger of 
withdrawing too large a quantity of blood from a small 
baby. Presumably there is no reason why the blood 
withdrawn should not subsequently be reinjected.] 

John Rendle-Short 
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Med.] 51, 668-678, Oct., 1959. 5 figs., 9 refs. 


CHRONIC VALVULAR DISEASE 


1179. A Study of Combined Mitral and Aortic Stenosis 
J. F. Uriccuio, K. P. Smnna, L. BentrvoG1io, and H, 
GOLDBERG. Annals of Internal Medicine [Ann. intern, 


A review was made of the clinical and hemodynamic 
pattern in 141 surgically proved cases of combined mitral 
and aortic stenosis. When possible, comparisons were 
made with a larger series of 2,000 cases of pure mitral 
stenosis and 350 cases of pure aortic stenosis. 

In combined mitral and aortic stenosis, as in isolated 
mitral or aortic stenosis, associated dyspnea and fatigue 
are present in nearly 9 out of 10 cases. Like pure mitral 
stenosis, 6 to 7 out of 10 have edema. Three out of 10 
have hemoptysis, 2 out of 10, emboli, and nearly 4 out 
of 10, nocturnal dyspnea. The incidence of angina and 
syncope is half of that encountered in pure aortic steno- 
sis. A rough murmur of aortic stenosis was heard in all 
cases. A 2 wasnormalin only 2 out of10. The ancillary 
signs of mitral stenosis were often unimpressive; but the 
murmur was heard in almost everyone. 

The chest roentgenogram resembles that seen in pure 
mitralstenosis. The heart size was significantly increased 
in more than 8 out of 10. The electrocardiogram 
revealed a pattern of right, left or combined hyper- 
trophy in 4 out of 10. Cardiac catheterization demon- 
strated similar valve areas in the combined and isolated 
obstructive valve lesions. Cardiac output was compro- 
mised to a greater degree in the combined group. In the 
latter disease, marked elevation of the calculated pul- 
monary resistance and mean pulmonary artery pressure 
was not encountered. 

The results of the surgical treatment of combined mitral 
and aortic stenosis and the criteria for selection for 
surgery are outlined in a companion article [to be pub- 
lished].—[From the authors’ summary.] 


1180. Clinical Features and Surgical Treatment of Fifty 
Patients with Severe Aortic Stenosis 

C. BAKER and J. SOMERVILLE. Guy’s Hospital Reports 
[Guy’s Hosp. Rep.] 108, 101-125, 1959. 7 figs., 9 refs. 


The authors review the clinical features and results in 
50 cases of aortic stenosis selected for surgical treatment 
at Guy’s Hospital, London, between January, 1955, and 
May, 1958. Calcified valves were present in 32 cases, 
but none of the patients suffered from significant mitral 
disease; 20 cases were regarded as being of congenital 
origin, an equal number of unknown aetiology, and 9 
were rheumatic. The patients’ ages ranged from 7 to 
50 years, with a male sex preponderence of 3-5:1. The 
principal symptoms were syncope, angina, shortness of 
breath, palpitation, and fatigue. A slow-rising pulse 
with an anacrotic notch was recognized in only a pro- 
portion of cases and the pulse rate was in general slow. 
A small pulse pressure, when present, indicated severe 
stenosis without regurgitation. An apex beat of a 
thrusting type was regarded as a reliable sign if the heart 
was not shown clinically to be enlarged. A systolic thrill 
and murmur was a constant finding, but the intensity 
bore no relation to the severity of the stenosis; in half 
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the cases there was a diastolic murmur. The general 
condition of the patients was satisfactory and their 
physique and nutrition bore little relation to the severity 
of the disease. Radiologically, the heart was not unduly 
large and its outline was characteristic of left ventricular 
enlargement with a small aortic knuckle which showed 
pulsation only in the presence of regurgitation. The 
electrocardiographic findings we.: essentially those of 
left ventricular hypertrophy, with inversion of the T 
wave in the left ventricular chest leads. The surgical 
procedure consisted in transventricular valvotomy in 38 
cases and open operation from above under hypothermia 
in 13, one patient being operated on twice. The latter 
procedure was reserved for younger patients in whom 
calcification of the valve was slight, and among these 
13 cases ventricular fibrillation occurred 11 times; 3 
died at operation and 2 more within 24 hours. Among 
the 38 cases treated by the closed transventricular 
approach there were only 6 cases of fibrillation, with 2 
operative deaths and 2 more within 24 hours. The final 
over-all results, independent of the type of operation, 
were “* excellent ’’ in 5 cases, “*‘ good ” in 23, and “‘ poor ”’ 
in 13, and as stated there were 9 operative deaths. 
T. Holmes Sellors 


1181. Severe Aortic Stenosis in Adults: Evaluation by 
Clinical and Physiologic Criteria, and Results of Surgical 
Treatment 

W. H. ABELMANN and L. B. Exuts. Annals of Internal 
Medicine [Ann. intern. Med.] 51, 449-460, Sept., 1959. 
5 figs., 11 refs. 


If the surgical treatment of aortic stenosis is to give 
satisfactory results it is important to possess methods of 
accurate evaluation of the severity of the obstruction. 
The authors present from Boston City Hospital (Harvard 
Medical School) the results of 6 years’ experience of the 
signs and treatment of aortic stenosis in adults. The 
finding of an aortic systolic murmur, left ventricular 
hypertrophy (shown electrocardiographically and radio- 
logically), and calcification in the region of the aortic 
valve usually indicates significant aortic stenosis. How- 
ever, an aortic valve may be diseased and calcified, or 
even stenosed, without constituting a physiological ob- 
struction. In some cases quite mild or insignificant 
aortic stenosis, if in combination with severe coronary 
arterial or myocardial disease or aortic regurgitation, may 
produce signs resembling those of severe aortic stenosis. 
Conversely severe aortic stenosis may be latent and 
present as heart failure of unknown aetiology, of which 
the cause becomes apparent only at necropsy. 

In the authors’ series of 60 patients with aortic stenosis 
catheterization of the left heart was performed and the 
intracardiac pressure and blood flow measured. The 
clinical assessment of the severity of the stenosis was con- 
firmed in 44 cases, while it was shown to have been under- 
estimated in 6 and overestimated in 10. Two groups, 
of 25 patients with severe isolated aortic stenosis and of 
12 patients with mild insignificant stenosis, which clinic- 
ally were very similar, were accurately differentiated by 
cardiac catheterization. Patients with aortic stenosis 
who present with angina, dyspnoea, or syncope have a 
bad medical prognosis and at this stage surgery has more 
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to offer than medical treatment, in spite of the operative 
risk. In a consecutive series of 86 patients operated on 
by the transaortic approach the operative mortality was 
17-5%%; of the 71 survivors followed for up to 4 years 
17 died, 11 (10%) within the first year after surgery, 
but of the remaining 54 patients 749% were markedly or 
moderately improved—a very much better result than 
that in similar patients treated medically. The present 
limited effectiveness of the operation in relieving the 
valvular obstruction and increasing the valve area 
accounts for a significant number of failures, while co- 
existing myocardial damage is another factor limiting 
postoperative improvement. Patients in recent heart 
failure suffered a high mortality and few improved. The 
presence of associated aortic insufficiency had no bearing 
on the outcome. R. Wyburn-Mason 


1182. The Relationship between Pulmonary Arterial 
Pressure and Roentgenographic Appearance in Mitral 
Stenosis 

C. B. Moore, W. L. Kraus, D. S. Dock, E. WoopwarD 
Jr., and L. Dexter. American Heart Journal [Amer. 
Heart J.) 58, 576-581, Oct., 1959. 2 figs., 6 refs. 


The authors have correlated the prominence of the 
pulmonary arterial segment on the postero-anterior 
x-ray film of the chest with the pulmonary arterial pres- 
sure in 56 adult patients with pure mitral stenosis and 
without skeletal abnormality undergoing investigation 
at the Peter Bent Brigham Hospital, Boston. On a 
standard 7-foot (2-1-metre) chest radiograph taken at the 
time of cardiac catheterization measurements were made 
of (1) ‘‘ pulmonary arterial.size ’’ (distance from midline 
to edge of pulmonary arterial segment at its widest point), 
and (2) the transthoracic diameter. The ratio of these 
two measurements (P.A. : chest ratio) gave a positive 
correlation with the mean pulmonary arterial pressure, 
but a much poorer correlation with pulmonary arterial 
systolic and diastolic pressures, pulmonary “ capillary ”’ 
pressure, pulmonary vascular resistance, and cardiac 
index. 

It is concluded that the P.A.:chest ratio is a useful 
guide to the presence or absence of pulmonary vascular 
disease and facilitates the preoperative evaluation of 
patients with mitral stenosis. K. G. Lowe 


1183. The Diastolic Pressure Gradient between the Left 
Atrium and the Left Ventricle in Cases of Mitral Stenosis 
Vv. O. ByOrK and G. MALMSTROM. American Heart 
Journal [Amer. Heart J.) 58, 486-492, Oct., 1959. 9 refs. 


In these studies reported from the Sabbatsberg Hos- 
pital, Stockholm, left atrial puncture was carried out by 
the paravertebral route preoperatively in patients with 
mitral valvular disease and left atrial and left ventricular 
pressures recorded via a thin plastic catheter passed 
through the needle. In a previous series of 159 cases 
failure to pass the catheter into the left ventricle occurred 
in 8°% of cases, the pressure curves obtained were “* over- 
damped” in 12%, and during the procedure the left 
ventricular systolic pressure fell below 100 mm. Hg in 
13°%%; thus there was a 33% failure rate in attempts to 

- measure the pressure gradient across the mitral valve. 
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In the present series the gradient was measured in 63 
patients, of whom 56 had pure mitral stenosis or pre- 
dominant stenosis with some mitral incompetence. 
In these 56 patients the left atrial pressure varied from 
6 to 37 (mean 21-9) mm. Hg, and the positive diastolic 
pressure gradient between the left atrium and left ven- 
tricle ranged from 1 to 36 (mean 10-5) mm. Hg. The 
remaining 7 cases included 2 cases of dominant mitral 
incompetence with some stenosis, 2 cases of mitral disease 
not adequately assessed at operation, and 3 cases of 
mitral stenosis complicated by atrial septal defect in 
1 case and by aortic valvular disease in 2. In these 7 
patients the diastolic pressure gradient varied from | to 
15 mm. Hg. No correlation could be observed between 
the pressure gradient on the one hand and the heart 
volume, the patient’s working capacity, or the size of 
the mitral orifice as estimated by the surgeon on the 
other. K. G. Lowe 


1184. Staphylococcal Endocarditis following Mitral 
Valvotomy, with Special Reference to Coagulase-negative 
Staphylococcus albus 

L. ResnNekov. Lancet [Lancet] 2. 597-600, Oct. 17, 
1959. 9 refs. 


During a recent 3-year period staphylococcal endo- 
carditis was diagnosed in 10 out of 70 consecutive patients 
subjected to mitral valvotomy. The interval between 
operation and signs of infection ranged from 2 to 95 
days. There were 3 deaths, one from congestive cardiac 
failure and 2 from the infection itself. Blood culture 
yielded coagulase-negative staphylococci alone in 5 cases 
and coagulase-positive staphylococci alone in one; in 
the remaining 4 cases Staph. aureus was isolated at first, 
but later only coagulase-negative staphylococci were 
cultured. 

The author points out that in the Medical Research 
Council’s series of 442 patients with subacute bacterial 
endocarditis (Cates and Christie, Quart. J. Med., 1951, 
20, 93; Abstr. Wld Med., 1951, 10, 385) only 4 were 
infected by a coagulase-negative staphylococcus. He 
suggests that the source of the infection may be either 
previous cardiac catheterization [not applicable in this 
present series] or a small tear in the surgeon’s glove made 
during manual splitting of the valve. If the valve is 
heavily calcified, as in 6 of the 10 cases in the author’s 
series, there is a greater risk of the glove tearing and 
infection from the finger will be harder to remove because 
the blood supply of the valve is poor. 

In general the staphylococci were resistant to penicillin 
and sensitive in some degree to streptomycin, tetracycline, 
and chloramphenicol; most of them were sensitive to 
erythromycin. It is recommended that administration 
of antibiotics should be continued for at least 6 months 
as relapses may occur if treatment is abandoned after 
the customary 6 weeks. No ill effects occurred from 
long-term treatment with erythromycin (up to 2 g. daily) 
or tetracycline (1 g. daily). 

As the author points out, the incidence of staphylo- 
coccal endocarditis following mitral valvotomy in this 
series is unusually high compared with that reported by 
Dalton et al. (New Engl. J. Med., 1956, 254, 205) of 3 
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cases out of a total of 150 operated on. [If it is accepted 
that the source of infection is the surgeon’s gloved finger, 
then the author’s view that the sterile techniques usually 
regarded as completely adequate for other operations 
are not sufficient for mitral valvotomy must be carefully 
studied.] A. G. Freeman 


1185. Ventilatory Cost of Exercise Before and After 
Mitral Valvotomy 

J. P. P. Stock and M. C.S. KENNEDY. Thorax [Thorax] 
14, 238-246, Sept., 1959. 6 figs., 14 refs. 


In this paper from the Stoke on Trent Hospital Group 
a study is reported of the ventilatory ¢ost of exercise in 
105 patients with mitral stenosis, 85 of whom underwent 
valvotomy and were studied before and after operation, 
The patients were exercised to do 300 kg. metres of work 
per minute for 5 minutes. Exercise ventilation (E.V.) 
was defined as the ventilation during the last minute of 
exercise; standardized ventilation (S.V.) was determined 
by taking the average total excess ventilation per minute 
during exercise together with the resting ventilation. 
S.V. was found to be the more useful index. The 
criteria for clinical grading were those of Baker et al. 
(Brit. med. J., 1952, 1, 1043; Abstr. Wid Med., 1952, 
12, 418). It was found that in 20 Grade-I patients the 
mean S.V. was 27-4 litres per minute, in 18 Grade-ll 
patients it was 35-4, in 57 Grade-III 44-4, and in 10 Grade- 
IV 62:2 litres per minute. One year after valvotomy there 
was good correlation between the clinical assessment 
and the S.V., which fell progressively during the first year 
or two after successful operation. The exercise test 


also proved to be a sensitive index of re-stenosis, a rise 


in the S.V. often preceding symptoms. With the best 
results E.V. and S.V. became equal. D. Goldman 


DISTURBANCES OF RHYTHM AND 
CONDUCTION 


1186. The Etiology and Prevention of Atrial Fibrillation 
after Mitral Valvotomy 

C. F. Kittie and J. E. Crockett. Journal of Thoracic 
and Cardiovascular Surgery [J. thorac. cardiovasc. Surg. 
38, 353-361, Sept., 1959. 2 figs., 23 refs. 


A review of 254 patients subjected to mitral valvotomy 
at the University of Kansas Medical Center, Kansas 
City, since 1953, showed that 99 (39°%) had atrial fibrilla- 
tion before the operation and 155 (61°%) showed normal 
sinus rhythm. Of the latter patients 41 (26°%) developed 
auricular fibrillation postoperatively, in the majority of 
cases between the 2nd and 4th postoperative days. A 
further analysis of the group of 155 patients demon- 
strated the following: (1) those receiving both digitalis 
and quinidine numbered 55 and only 9 (16°%) developed 
postoperative atrial fibrillation; (2) among 43 patients 
receiving digitalis alone, 13 (30°%) developed fibrillation; 
(3) of 20 patients who received quinidine alone, 7 (35%) 
developed atrial fibrillation; and (4) of the 37 who 
received no medication, 12 (32°) had fibrillation. Of 
the 41 patients with fibrillation postoperatively 3 de 
veloped a sinus rhythm spontaneously, while in a further 
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28 cases normal sinus rhythm was restored by digitalis 
and quinidine or by digitalis or quinidine alone. In 
contrast, conversion to sinus rhythm was successful in 
only 12 patients out of a total of 45 in whom atrial 
fibrillation was present before the operation. 

In the authors’ opinion trauma to the left atrium with 
subsequent oedema and tissue necrosis incident to the 
yalvotomy is the most important factor in causing post- 
operative atrial fibrillation, and they advocate the com- 
bined use of digitalis and quinidine as a prophylactic 
measure. [The dose of quinidine recommended, 0-4 g. 
every 4 hours, seems rather high, as was pointed out in 
the discussion that followed the paper. Although not 
universally accepted, the opinion seems to be fairly 
general that digitalis and quinidine should be used to- 
gether to prevent postoperative atrial fibrillation.] 

A. I, Suchett-Kaye 


1187. Treatment of Cardiac Arrhythmias with Salts of 
Ethylenediamine Tetraacetic Acid (EDTA) 

B. SURAWICZ, M. G. MACDONALD, V. KALiort, and J. C. 
BETTINGER. American Heart Journal [Amer. Heart J.] 
58, 493-503, Oct., 1959. 7 figs., 29 refs. 


Since it has been shown in experimental animals that 
increased myocardial irritability is related directly to an 
increase in calcium ion concentration the authors, work- 
ing at Philadelphia General Hospital, have assessed the 
value of intravenous infusion of the chelating agent 
ethylenediamine tetraacetic acid (EDTA) in patients with 
cardiac arrhythmia. EDTA was given as the disodium 


salt in a 10°% solution in normal saline at a rate of 0-2 g. 
per minute and in a dosage ‘of 0-5 to 4-0 g. (average 
28 g.). It was also given as the dipotassium salt in a 


nearly isotonic solution (containing 10 g. of KZEDTA 
and 3 g. each of potassium chloride and sodium chloride 
per litre of water) and at such a rate that the patients 
received about 0-1 g. of K2EDTA and 1 mEq. of potas- 
sium per minute. The pH of the solutions was adjusted 
to 7-4. 

The disodium salt lowered the serum calcium level 
from an average of 4-75 to an average of 3-55 mEq. 
per litre and reduced the systolic and diastolic blood 
pressure by 5 to 20 mm. Hg. There was an increase in 
the heart rate and in the duration of mechanical systole. 
The electrocardiogram showed lengthening of the P-R 
and Q-T intervals, a change in shape and polarity of the 
T-wave, and increased amplitude of U wave. There 
was no effect on cardiac rhythm in 9 patients with atrial 
fibrillation, while of 5 patients with atrial flutter one 
reverted to sinus rhythm and one had increase in atric- 
ventricular block. However, 7 out of 14 patients with 
atrial premature beats and 16 out of 25 patients with 
ventricular premature beats showed abolition or signifi- 
cant reduction in the number of premature beats, while 
the coupling interval of premature beats was noted to 
increase. Side-effects of the infusion included pain 
along the vein, paraesthesia, nausea, and vomiting. 
Injection of potassium chloride after the EDTA had little 
additional anti-arrhythmic effect. The dipotassium salt 


increased the serum potassium level by an average of. 


0:7 mEq. per litre and lowered the serum calcium level 
by an average of 0-8 mEq. per litre. Venous pain was 
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more severe than that following injection of the disodium 
salt. There was no effect on atrial fibrillation or flutter, 
apart from some decrease in flutter rate in 2 patients. 

K. G. Lowe 


CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


1188. Physiologic and Biochemical Aspects of the Dis- 
ordered Coronary Circulation 

R. Gorin, N. BRACHFELD, J. V. Messer, and J. D. 
TURNER. Annals of Internal Medicine [Ann. intern. 
Med.) 51, 698-706, Oct., 1959. 4 figs., 20 refs. 


At the Peter Bent Brigham Hospital (Harvard Medical 
School), Boston, the authors have investigated the 
haemodynamic and biochemical characteristics of the 
coronary circulation in 50 patients, of whom 10 were 
judged to have normal or nearly normal hearts, 23 had 
angina pectoris, and 17 were suffering from various dis- 
orders which imposed an increased work load on the left 
or right ventricle. Coronary sinus catheterization was 
performed and the coronary blood flow measured by the 
nitrous oxide technique at rest in all cases, after the 
administration of nitroglycerin in 37, and during exercise 
in 15. The cardiac output and peripheral and pul- 
monary arterial pressures were also measured, while 
myocardial oxygen consumption, coronary vascular 
resistance; and left ventricular work were calculated. 
The coronary circulation differs from any other circula- 
tion in the body in that the extraction rate of oxygen 
from the blood in the coronary circulation is about 
75°% compared, for example, with 25°% in the brain and 
12% in the kidney. Increased oxygen requirements by 
the heart or a decrease in the oxygen content of the blood 
are met largely by an increase in the rate of coronary 
blood flow rate, this rate in turn depending on the mean 
diastolic blood pressure, the duration of diastole, and 
the peripheral resistance to flow. The size of the 
capillary bed in the myocardium cannot be increased by 
the budding of new vessels. 

In patients with angina pectoris the resting coronary 
blood flow is perfectly normal or even slightly increased, 
owing to dilatation of collaterals. This study showed 
that in normal subjects given nitroglycerin the coronary 
blood flow doubles, and there is a 50% decrease in 
coronary vascular resistance, this being accomplished 
without any change in the arterio-venous extraction of 
oxygen and therefore a rise in the myocardial oxygen 
consumption per minute in relation to work done. The 
transit time of blood from the left heart to the coronary 
sinus is decreased from a normal of 7 seconds to 3 
seconds. However, in the presence of coronary arterial 
disease with angina pectoris the coronary blood flow 
changes little, the coronary vascular resistance being 
virtually fixed, as is the myocardial extraction of oxygen. 
In patients with angina pectoris exercise had a variable 
effect; thus in those with no electrocardiographic changes 
the coronary blood flow increased sufficiently to meet 
the extra demand, but in the others myocardial ischaemia 
was evidenced by a marked fall in coronary venous 
oxygen saturation and the appearance of lactate and 
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pyruvate in the coronary venous blood. It is concluded 
that these studies show that nitroglycerin has no general 
coronary vasodilator effect. The one consistent action 
that was observed was a diminution in the contractility 
of the myocardium, this being indicated by a fall in blood 
pressure, a fall in cardiac output, and therefore a marked 
fall in cardiac work. There was also a decrease in pul- 
monary and systemic venous pressures. It is considered 
that the effect of nitroglycerin on resting haemodynamics, 
and also its action in modifying the circulatory response 
to exercise, may well play a major role in its ability to 
relieve anginal pain. G. Clayton 


1189. Coronary-artery Disease and Obesity 
K. Sanpers. Lancet [Lancet] 2, 432-435, Sept. 26, 
1959. 5 figs., 14 refs. 


After pointing out that obesity and excess weight 
are not synonymous, the author reports the results of 
comparing 48 male patients with coronary arterial 
disease with 52 male healthy control subjects in respect 
of relative body weight (derived from actual weight) 
and body fat, the latter being measured by the Harpen- 
den skinfold calliper at six different sites. The groups 
were matched also in regard to age, nationality, domicile, 
and religion as being factors possibly affecting dietary 
habits. There was no significant difference in relative 
weight between the two groups, but the former group 
did show a significant increase in body fat as compared 
with the controls. These results are compared with 
those of Kurlander et al. (Hum. Biol., 1956, 28, 203), 
which showed a correlation between excess weight and 
heart disease. A. I. Suchett-Kaye 


1190. Role of Heredity, Diet, and Emotional Stress in 
Coronary Heart Disease 

H. I. Russex. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 171, 503-508, Oct. 3, 1959. 
17 refs. 


The author of this paper from the U.S. Public Health 
Service Hospital, Staten Island, New York, shows that 
emotional stress is the most important single predisposing 
factor in coronary heart disease in young adults. 
Heredity and a high fat diet are also concerned, a diet 
low in fat tending to nullify the effect of stress. In 91 
out of 100 patients aged under 40 with coronary heart 
disease a period of prolonged emotional strain, usually 
associated with occupational responsibility, preceded 
the attacks. In almost every instance the patient was a 
“* victim of overwork ”’, was over-meticulous, obsessional, 
and blind to his own stress end-point. A characteristic 
feature was restlessness during leisure hours, which were 
usually “‘ regimented by obligatory participation in an 
assortment of social, public, and education activities ”’. 
A striking increase in the serum cholesterol level and a 
shortening of the blood clotting time have been observed 
during transient stress, and it is suggested that athero- 
sclerosis and coronary heart disease may “‘ represent a 
maladaptation syndrome in which the organism already 
oversupplied with circulating fat molecules useful in 
‘combat’ remains in a chronic state of mobilization 
for ‘ fight or flight ’ as a result of stressful life situations ”’. 
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Obesity and physical inertia seemed to play little or 
no part in the aetiology of coronary heart disease in 
these young adults, and the author considers that excess 
smoking, although more prevalent in this group, was 
just a further manifestation of inner tension. 


T. Semple 


1191. Effect of Bilateral Ovariectomy on Coronary- 
artery Disease and Serum-lipid Levels 

M. F. Ottver and G. S. Boyp. Lancet (Lancet) 2, 
690-694, Oct. 31, 1959. 49 refs. 


A study was made at the Royal Infirmary, Edinburgh, 
of the incidence of coronary arterial disease, assessed by 
clinical and electrocardiographic examination, in 67 
women aged 45 to 59 years who had undergone ovari- 
ectomy 20 or more years previously compared with that in 
257 healthy women of a similar age group drawn from a 
general practice. Of the former group, 36 women had 
undergone bilateral ovariectomy (with hysterectomy in 
all cases) and 31 unilateral ovariectomy (with hysterec- 
tomy in 2 cases only). The’serum cholesterol level and 
cholesterol: phospholipid ratio were also studied in 66 
of these patients. 

There was a significantly greater incidence of coronary 
arterial disease among the patients with bilateral ovari- 
ectomy (9 cases; 25-0°%) than in either the patients with 
unilateral ovariectomy (one case; 3-2°%) or the control 
group (9 cases; 3-5%). In addition the serum lipid 
levels were significantly higher when two ovaries had 
been removed than when a unilateral ovariectomy had 
been performed; there was, however, no significant 
difference in these levels between patients with and 
without coronary arterial disease in the former group. 

The authors conclude (1) that bilateral ovariectomy in 
premenopausal woman results in the premature appear- 
ance of coronary arterial disease, and (2) that the study 
suggests that ovarian involution at the menopause 
accounts for the increase in the incidence of coronary 
arterial disease after the menopause. The possible im- 
portance of hysterectomy cannot be excluded in the 
absence of data from women who have undergone 
hysterectomy without ovariectomy, but is unlikely to be 
very great. Finally, the authors suggest that all women 
undergoing bilateral ovariectomy or ovarian irradiation 
before the menopause should be given oestrogens until 
the age of 50 years. Gerald Sandler 


1192. The Surgical Relief of Chronic Myocardial 
Ischaemia 

R. Kauntze, D. McGrm1, and R. Brock. Lancet 
[Lancet] 2, 631-634, Oct. 24, 1959. 2 figs., 14 refs. 


Believing in Beck’s concept that abrasion of the surfaces 
of the pericardial sac promotes a brisk myocardial reac- 
tion resulting in an improved intercoronary arterial 
anastomosis, the authors report from Guy’s Hospital, 
London, their experience of this operation in 10 patients 
with severe angina. Those selected were all males aged 
between 42 and 62 years who had progressive symptoms 
unrelieved by medical treatment, were not in cardiac 
failure, and were free from gross cardiomegaly, hyper- 
tension, or generalized arterial disease. The functional 
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resuits were assessed 2, 4, and 6 months postoperatively 
by means of exercise tolerance tests accompanied by 
electrocardiographic studies, the patients being encour- 
aged to continue exercise under supervision until pain, 
dyspnoea, or fatigue occurred. Severe myocardial in- 
farction was observed in 7 of these cases at operation. 
The procedure consisted in abrading both the parietal 
and visceral surfaces of the pericardium over the ventricu- 
lar area and in some cases ligation or coagulative oblitera- 
tion of the left mammary artery in the 2nd to the Sth 
interspace. The one death which followed operation 
was believed to be due to further myocardial infarction; 
of the remaining 9 patients, 8 derived sustained and satis- 
factory symptomatic relief, the other experiencing slight 
benefit only. 

The electrocardiographic changes after surgery, which 
are briefly described, provide little information of value 
in the assessment of the myocardial blood supply, but 
the balance of evidence in these patients confirms the 
beneficial symptomatic relief provided by this operation. 

C. A. Jackson 


1193. Hypercoagulability in the Course of Anticoagulant 
Treatment. (Les hypercoagulabilités au cours des traite- 
ments anticoagulants) 

R. RAYNAUD, M. Brocuier, and A. TADeEI. Presse 
médicale [Presse méd.| 67, 1733-1734, Oct. 10, 1959. 


From their studies carried out at the Medical Clinic 
of the University of Algiers the authors conclude that 
failure of anticoagulant therapy in cases of thrombosis 
and embolus is more frequently due to the occurrence of 
further thrombosis than to haemorrhage. They present 6 
case reports to show that the hypercoagulability which 
developed in these cases was due to: (1) a resistance to 
the effects of anticoagulant drugs in the normal dosage, 
(2) a “rebound” increase in the clotting tendency 
because of too rapid cessation of therapy or the result of 
a poorly controlled regimen of treatment, or (3) an 
increased tendency to clotting, that is, the prothrombin 
activity was apparently effectively reduced, but the 
thrombelastogram indicated a persisting tendency to 
clot formation. J. Robertson Sinton 


1194. Comparison of Systemic and Coronary Hemo- 
dynamics in the Normal Human Male and Female 

G. G. Rowe, C. A. CastiLLo, G. M. MAXweELL, and 
C. W. Crumpton. Circulation Research [Circulat. Res.] 
7, 728-732, Sept., 1959. 18 refs. 


In an investigation at the University of. Wisconsin 
Medical School, Madison, in which the nitrous oxide 
method for the estimation of coronary sinus blood flow 
was used, it was found that 15 young women had a 
coronary flow averaging 98-+ 20-7 ml. per g. of heart tissue 
per minute, whereas the corresponding figure in the same 
number of young men was 72+ 13-1 ml. per g. per minute. 
This difference may be connected with the decreased 
liability to coronary occlusion in young females as com- 
pared with young males, and it is in keeping with ana- 
tomical observations that the circumference of the 
coronary arteries in females is relatively greater than in 
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Various other correlations are made, and it is shown 


_ that the increased flow cannot be explained on the 


basis of the lower haematocrit value in females. 
J. McMichael 


PULMONARY CIRCULATION 
1195. Pulmonary Hypertension Due to Pulmonary 
Arterial Coarctation 


K. H. FALKENBACH, N. ZHEUTLIN, A. H. Downy, and 
B. J. O’LouGuun. Radiology [Radiology] 73, 575-589, 
Oct., 1959. 8 figs., bibliography. 


Over a 3-year period 7 children seen in the cardiac 
clinics of the University of California, Los Angeles, were 
found to have pulmonary arterial coarctation and pul- 
monary hypertension. Three types of coarctation were 
distinguished: central, peripheral, and main-branch 
constriction. After brief case reports the authors des- 
cribe an attempt experimentally to produce pulmonary 
arterial coarctation and its effect on pulmonary blood 
pressure. A non-constricting silk ligature was placed 
round the left pulmonary artery in a series of 5-week-old 
puppies; the survivors were studied at varying intervals 
by means of right ventricular and pulmonary arterial 
pressure tracings and by angiocardiography. The results 
demonstrated the relationship between increasing pres- 
sure in the right ventricle and pulmonary artery and the 
lapse of time after the operation. It is concluded that 
partial occlusion of a branch of the pulmonary artery 
causes pulmonary hypertension. 

It is pointed out that children with pulmonary arterial 
coarctation often have other congenital cardiovascular 
lesions, most commonly pulmonary valvular stenosis. 
Some of these lesions would in themselves increase the 
pulmonary blood pressure, but this does not detract 
from the significance of the independently occurring . 
combination of coarctation and hypertension. 

The authors then review the 16 similar cases reported 
in the literature. Some of the children were develop- 
mentally retarded. Generally, fatigue and dyspnoea 
were early symptoms, and where there were associated 
lesions cyanosis was common. Patients with pulmonary 
coarctation alone were symptomless and were usually 
referred because of a murmur detected at routine examin- 
ation—a systolic murmur in the second and third inter- 
costal spaces radiating to the back of the neck; a thrill 
was present in more than half of the cases. The electro- 
cardiogram showed right ventricular hypertrophy, in- 
creasing in intensity with the passage of time. In the 
presence of pulmonary stenosis the second pulmonary 
sound was reduced or split, but where this valve was 
normal the second sound was accentuated and louder 
than the aortic second sound. At catheterization there 
was a characteristic increase in pressure as each stenosed 
segment was passed; a general increase in pressure was 
observed in the main pulmonary artery and in the right 
ventricle. In uncomplicated cases oxygen saturation was 
at the lower limit of normal. Angiocardiography was 
useful in demonstrating the nature, extent, and number 
of the lesions in the pulmonary arteries. 

R. S. Stevens 


| | 


1196. Evaluation of the Effect of Massive Prednisolone 
Therapy in Acute Leukemia. [In English] 

B. A. Bouroncie, C. A. DoANn, and B. K. WISEMAN. 
Acta haematologica [Acta haemat. (Basel)| 22, 201-208, 
Oct., 1959. 2 figs., 8 refs. 


The results obtained with massive doses of prednisolone 
in the treatment of acute leukaemia are described in this 
paper from Ohio State University, Columbus. The drug 
was given in an average daily dose of 500 to 1,000 mg. 
for 9 to 14 days, reduced later to a maintenance dose, to 
30 patients (23 male and 7 female), 21 of whom were 
between 18 months and 9 years of age, 4 were between 
14 and 18 years, and 5 were 19 to 40 years of age. All 
the patients had previously received one or more courses 
of chemotherapy and smaller doses of steroids; 27 had 
failed to respond to this regimen, while 3 had relapsed 
after an initial response. The criteria for complete re- 
mission were subjective and objective clinical improve- 
ment, normal blood values, and a bone marrow showing 
less than 10°%% blast forms; subjective and objective 
clinical improvement but incomplete return to normal of 
the haematological findings indicated partial remission. 

Of the 30 patients, 7 obtained complete remission 
which lasted from “* 3 to 11 months plus’; 5 of these (3 
aged 3 to 14 years, one aged 14 years, and one aged 18 
years) had acute lymphatic leukaemia; the remaining 2, 
aged 3 and 8 years respectively, had acute monoblastic 
leukaemia. A partial remission was obtained in 3 other 
cases. The treatment was effective whether or not leuco- 
penia was present. No serious side-effects were noted. 
Cushingoid facies and abdominal distension were com- 
mon, but there was no change in the blood electrolyte 
values. In none of the cases was there evidence of 
diabetes, hypertension, or peptic ulceration. 

The authors consider that massive doses of steroids 
should be reserved for patients with acute leukaemia who 
have failed to respond to all other chemotherapeutic 
agents. D. G. Adamson 


1197. Haemolysis of Stored Blood Mixed with Isotonic 
Dextrose-containing Solutions in Transfusion Apparatus 
T. C. Nosie and J. Assotr. British Medical Journal 
[ Brit. med. J.| 2, 865-866, Oct. 31, 1959. 2 refs. 


The study here reported from the Children’s Hospital, 
Sunderland, was prompted by the observation of haemo- 
lysis occurring within transfusion apparatus on two 
occasions. In both instances isotonic glucose-saline had 
been given after a transfusion of whole stored blood, the 
same apparatus being used, and the small amount of 
blood remaining on the filter had become haemolysed. 
The transfusion rate in both cases was slow and the en- 
vironmental temperature high, and haemolysis became 
apparent after about 12 hours, when the mixture of blood 
and dextrose-saline in the flask became clear pink. The 
authors therefore carried out a series of experiments to 
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determine under what conditions the haemolysis of 
blood mixed with isotonic solutions may occur. Stored 
blood was mixed with various diluents in a proportion 
similar to that existing when a filter which has been used 
for blood transfusion is inserted into 1 litre of solution. 
The solutions tested were isotonic glucose-saline (0-18% 
saline with 4-3°% dextrose), 5% dextrose in water, 
Ringer’s solution, and normal saline. The experiments 
were performed at room temperature, at 27° C., and at 
37°C. 

No haemolysis was observed with Ringer’s solution 
or with normal saline. In glucose-saline 50°% haemolysis 
was seen after 12 hours at room temperature, increasing 
to 92% in 24 hours. At 27°C. 7:5% haemolysis 
occurred in 3 hours, 60°%% in 6 hours, and 100°% in 24 
hours. At 37°C. 85% haemolysis was present after 
3 hours and 92°%% in 24 hours. With 5°% dextrose in 
water at room temperature 10°% haemolysis occurred in 
12 hours and 58% in 24 hours. At 27° C. 17% haemo- 
lysis occurred in 6 hours and 96°% in 24 hours. At 
37° C. 77% haemolysis occurred in 3 hours and 100% in 
24 hours. 

It is pointed out that for the transfusion of adults the 
delay in the appearance of haemolysis at room tempera- 
ture reduces its importance. In paediatric practice, 
however, the slow rate of transfusion, frequently in a 
warm environment, increases the possibility of adverse 
effects. It is therefore suggested that in such circum- 
stances when a blood transfusion is to be followed by 
an infusion of glucose-saline or glucose solution the 


filter should be changed. F. Hillman 
ANAEMIA 

1198. The Oxyhemoglobin Dissociation Curve in the 

Common Hemoglobinopathies 


T. RopMAN, H. P. CLose, R. CATHCART, and M. K. 
PuRCELL. American Journal of Medicine {[Amer. J. 
Med.]| 27, 558-566, Oct., 1959. 9 figs., 10 refs. 


A previous paper from the Veterans Administration 
Hospital, Philadelphia (Fraimow ef al., Amer. J. med. 
Sci., 1958, 236, 225), reported a displacement to the 
right of the oxyhaemoglobin dissociation curve of blood 
from 3 patients with sickle-cell anaemia. These observa- 
tions have now been extended to include patients with 
sickle-cell-haemoglobin-C disease (S+C), sickle-cell 
trait carriers (A+S), haemoglobin-C trait carriers (A +), 
and one patient with sickle-cell-thalassaemia (S + A+ F). 

In 3 cases of sickle-cell anaemia (S+S) and 2 of sickle- 
cell-haemoglobin-C disease the oxyhaemoglobin dis- 
sociation curve was considerably displaced towards the 
right—that is, the percentage saturation with oxygen was 
lower than that of normal blood at the same oxygen 
pressure. The dissociation curves of blood from 3 
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sickle-cell trait and 3 haemoglobin-C trait carriers and 
from the patient with sickle-cell-thalassaemia were nor- 
mal. The authors relate the abnormal curve found in 
some of their cases to the absence of haemoglobin A, and 
it was noteworthy that in one case of sickle-cell anaemia 
with 60% haemoglobin S and 40% haemoglobin A 
after a transfusion of normal blood the dissociation 
curve was still markedly displaced, whereas in the case 
of sickle-cell-thalassaemia, with 70°% haemoglobin S 
and 25% haemoglobin A, the curve was normal. This 
suggests to the authors that the presence of only small 
amounts of haemoglobin A within the erythrocytes pre- 
serves the normal affinity for oxygen, which appears 
to be reduced only in those cells whose haemoglobin 
content is entirely abnormal. 

The clinical implications of these findings are dis- 
cussed. It is pointed out that if there is no associated 
cardio-pulmonary dysfunction and if the arterial oxygen 
tension is normal a moderate shift of the dissociation 
curve to the right will result in only slight unsaturation 
of the arterial blood because the upper portion of the 
curve is flat, so that at high oxygen tensions it will not 
differ greatly from the normal. At the lower oxygen 
tensions which prevail in the tissues, however, the curve 
descends steeply, so that any rightward displacement will 
make oxygen more readily available to the cells. Such 
a shift will thus be beneficial in anaemia because it 
facilitates the transport of oxygen from the lungs to the 
tissues and compensates for the reduced haemoglobin 
level. If, however, the displacement is gross or if there 
is cardio-pulmonary dysfunction severe enough to reduce 
the arterial oxygen tension significantly, marked arterial 
oxygen unsaturation will result which will aggravate 
rather than ameliorate tissue anoxia. Ht. Lehmann 
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1199. Paroxysmal Nocturnal Hemoglobinuria. I. Clini- 
cal Studies 

R. C. HARTMANN and J. V. AuprTrorE. American Jour- 
nal of Medicine [Amer. J. Med.] 27, 389-400, Sept., 1959. 
3 figs., 25 refs. 


In this paper from Vanderbilt University School of 
Medicine and Hospital, Nashville, Tennessee, are 
reported clinical and haematological studies on 6 of the 
Patients suffering from paroxysmal nocturnal haemo- 
globinuria (P.N.H.) referred to in the subsequent paper 
[see Abstract 1200]. The histories of these patients 
underline the variable manifestations and clinical course 
of the disease. There were, however, in this series some 
unusual features. For instance, 3 of the patients were 
negroes, one had unexplained patches of thin, slate-blue 
sclera in the right eye and also cryptorchidism, another 
had bilateral contractures of the fifth finger, one patient 
had pretibial ulcers unaccompanied by any known pre- 
disposing cause, and another developed painful haemor- 
thagic bullae in the skin of the thigh and over the 
internal malleolus. One of the patients developed sub- 
conjunctival and retinal haemorrhages and skin petechiae, 
and although he had a hypoplastic bone marrow and 
thrombocytopenia, the authors considered that the 
haemorrhagic phenomena could equally well be attribut- 
able to a vascular abnormality. 
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~ The need is stressed for carrying out a “ heat sensi- 
tivity’? test to exclude P.N.H. in all cases of apparent 
aplastic anaemia, particularly if there is a history sug- 
gestive of haemoglobinuria or any rise in the reticulocyte 
count. Periodic transfusions with washed erythrocytes — 
are recommended as the most satisfactory form of treat- 
ment. J. V. Dacie 


1200. Paroxysmal Nocturnal Hemoglobinuria. II. Ery- 
throcyte Acetylcholinesterase Defect 

J. V. AuprroreE and R. C. HARTMANN. American 
Journal of Medicine [Amer. J. Med.] 27, 401-410, Sept., 
1959. 1 fig., 38 refs. 


The precise nature of the erythrocyte defect in paroxys- 
mal nocturnal haemoglobinuria (P.N.H.) is still uncer- 
tain. Recent work has suggested the possibility of 
abnormalities in the phospholipid content of the erythro- 
cytes and in the lipid pattern of the stromal lipoproteins. 
The rates of entry and efflux of radioactive phosphorus 
have been reported to be reduced, and an increased 
turnover of the labile phosphate of adenosine triphos- 
phate has also been recorded. It has been claimed that 
an abnormality of surface structure is demonstrable by 
electron microscopy. In the present paper the finding of 
abnormally low concentrations of acetylcholinesterase 
(AChE) in the erythrocytes in 8 cases of P.N.H., 6 of 
which were reported in the previous paper [see Abstract 
1199] are reported. 

The AChE activity of the erythrocytes was less than 
50°% of the control normal value in 7 cases; in the 8th, 
in which it was reduced by 33%, the disease was associ- 
ated with hypoplasia of the marrow. These low values 
did not seem to be affected by episodes of haemoglo- 
binuria or by spontaneous fluctuations in the degree of 
anaemia, but increased values were demonstrable after 
the transfusion of normal erythrocytes. The AChE 
content of the reticulocytes was also found to be low, 
and in 3 instances was shown to be less than that of non- 
reticulated cells. In 4 cases erythrocyte stroma was 
analysed for its AChE content, which was found to be 
extremely low. Nine members of the family of one of 
the patients were studied, including both parents. The 
results of the AChE assay were normal in each instance, 
which tends to confirm the apparent non-genetic nature 
of P.N.H. The non-specific cholinesterase (pseudo- — 
cholinesterase) content of the plasma was estimated in 4 
cases and low results obtained. 2 

The cause of the low concentration of AChE in the 
erythrocytes in P.N.H. and its role, if any, in the causa- 
tion of haemolysis in vivo remain a mystery. The low 
AChE content found in reticulocytes suggests that the 
cells are formed with defective AChE activity rather than 
that they lose enzyme activity in the peripheral circula- 
tion. Similarly, no evidence for an inhibitor in the cells 
or in plasma was forthcoming, although the authors 
consider that this possibility has not yet been excluded. 
AChE has been thought to be concerned with the main- 
tenance of erythrocyte permeability and integrity, but 
the absence of any AChE activity in some species of 
mammalian erythrocytes casts doubt on this concept. 

J. V. Dacie 
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1201. The Resuscitation Dilemma 

P. Sarar, L. AGUTO-EscARRAGA, L. Drawpy, M. C. 
McManon, A. H. Norris, and J. REDDING. Anesthesia 
and Analgesia; Current Researches [Anesth. Analg. curr. 
Res.] 38, 394-405, Sept.—Oct., 1959. 7 figs., 17 refs. 


Writing from Baltimore City Hospitals, the authors 
submit that emergency methods of resuscitation involv- 
ing manual compression of the thorax are unsatisfactory. 
In this profusely illustrated paper they describe the 
advantages of intermittent positive pressure mouth-to- 
mouth ventilation in the apnoeic patient. Such ventila- 
tion may be performed with exhaled air, with atmospheric 
air, or with oxygen. It is essential that any obstruction 
of the upper air passages be first cleared and that the 
operator can adjust the pressure and volume of each 
inflation to match the resistance encountered. The 
authors confirm that emergency artificial respiration is 
best performed with the patient in the supine position, 
with the shoulders elevated, the head hyperextended, 
and the mandible manually displaced forwards so as to 
prevent pharyngeal obstruction. They have tested the 
efficiency of mouth-to-mouth and mouth-to-airway re- 
suscitation carried out by untrained laymen and give 
the results of this investigation in diagrams and tables. 

Mark Swerdlow 
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1202. A Comparison of Expiratory and Inspiratory Flow 
Rates in Health and in Chronic Pulmonary Disease 

R. S. McNett, G. D. and W. R. 
Thorax [Thorax] 14, 225-231, Sept., 1959. 7 figs., 8 refs. 


The maximum inspiratory flow rate (M.I.F.R.) and 
the maximum expiratory flow rate (M.E.F.R.) were 
studied spirometrically in healthy subjects and in patients 
with chronic pulmonary disease. The authors state that 
in 5 healthy subjects the best M.E.F.R. was obtained 
after 3 measurements, but that as regards the M.I.F.R. 
better results may come with more practice. 

A group of 61 miners with pneumoconiosis, seen at 
the Industrial Chest Diseases Unit, Bridge of Earn Hos- 
pital, were divided into five grades according to the degree 
of dyspnoea. There was a fall in M.I.F.R. with increas- 
ing dyspnoea grade, except for Grade 5. Normally the 
M.LF.R. is slightly lower than the M.E.F.R., but there 
is a striking reversal of this when a ventilatory defect 
develops, the M.E.F.R. markedly decreasing while the 
M.LF.R. remains relatively stable. G. M. Little 


1203. Cardiorespiratory Failure in Kyphoscoliosis 
E. H. Bercorsky, G. M. Turino, and A. P. FisHMAN. 
Medicine {Medicine (Baltimore)] 38, 263-317, Sept., 
1959. 28 figs., bibliography. 

The present study was designed to investigate the 
disorders of respiration and circulation which lead to 
cardiorespiratory failure in kyphoscoliosis. For this 
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purpose, clinical appraisal was supplemented by ana- 
tomical observations and physiological studies. 

The results indicate that cardiorespiratory failure in 
kyphoscoliosis stems from a combination of alveolar 
hypoventilation and cor pulmonale. The alveolar hypo- 
ventilation is attributable to an unusual pattern of breath- 
ing, which operates to minimize the work and energy 
cost of mobilizing the deformed chest; the cor pulmonale 
arises from pulmonary arterial hypertension, which is 
attributed, in large part, to the small size of the pulmonary 
vascular bed. 

_On the basis of these studies, it has been possible to 
relate the degree of skeletal deformity to the evolution of 
cardiorespiratory failure, to define the natural history of 
the disease, and to outline a therapeutic programme 
based on physiological principles.—{Authors’ summary,] 


1204. Cyanosis as a Guide to Arterial Oxygen Desatura- 
tion 

W. E. Mepp, E. B. Frencu, and V. M. Wy ute. Thorax 
[Thorax] 14, 247-250, Sept., 1959. 4 figs., 4 refs. 


The reliability of cyanosis of various parts of the body 
as a guide to arterial oxygen desaturation was studied in 
72 patients suffering from respiratory disease. The 
presence or absence of cyanosis of the nail bed, tongue, 
and inner and outer lips was recorded independently by 
three observers under ordinary light and also under a 
portable floodlight. The oxygen saturation of arterial 
blood was estimated by a haemoreflector within 4 hours 
of collection. 

There was agreement by all three observers on the 
presence or absence of cyanosis in the tongue in 69% 
of the patients, inner lips in 619%, outer lips in 58%, 
conjunctiva in 54%, and nail bed in 53%. Cyanosis 
was not uniformly recorded unless the oxygen saturation 
was 75°% or less. The tongue was the most sensitive 
site for observation of cyanosis, but it was recorded here 
at times when the oxygen saturation was normal. Varia- 
tions in haemoglobin concentration from 11-19% to 165% 
did not contribute to discrepancies in the diagnosis of 
cyanosis. 

Cyanosis of the tongue in patients with an oxygen 
saturation above 75% was less readily diagnosed on 
examination in a bright light, a finding at variance 
with that of Comroe and Botelho (Amer. J. med. Sci., 
1947, 214, 1; Abstr: Wild Med., 1948, 3, 285). The 
present authors consider that cyanosis is best observed 
when the light is not too bright. G. M. Little 


1205. Clinical Manifestations of Pulmonary Blastomy- 
cosis 

R. S. ABERNATHY. Annals of Internal Medicine [Ann. 
intern. Med.] 51, 707-727, Oct., 1959. 6 figs., 15 refs. 


Present knowledge of the epidemiological, clinical, 
and pathological features of blastomycosis is much less 
complete than knowledge of similar features of histo 
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plasmosis and coccidioidomycosis. The author reviews 
35 cases of blastomycosis seen at the University of Arkan- 
sas Medical Center and Veterans Administration Hospi- 
tal, Little Rock, during the past 20 years. In 28 patients 
there were disseminated lesions, 27 had pulmonary 
involvement, and 4 pulmonary blastomycosis only. 

It is pointed out that initial infection usually occurs 
via the lungs, but these lesions may heal leaving no radio- 
logical abnormality in spite of disseminated lesions else- 
where. Clinically there are no specific diagnostic fea- 
tures of pulmonary blastomycosis. Dyspnoea is often 
impressive and may be related to alveolar-capillary 
block or to fibrosis and emphysema in the later stages of 
the disease. There is no characteristic radiological pic- 
ture; most frequently a non-specific inflammatory pat- 
tern, often with pleural involvement, miliary gg 
cavitation, or hilar adenopathy, is observed. 
occurrence of parenchymal pulmonary disease in ihe 
tion with cutaneous, pleural, bone, or thoracic lymph- 
node involvement should suggest the presence of blasto- 
mycosis. The diagnosis may be confirmed by isolation 
of Blastomyces dermatitides, by identification of the yeast 
form of the organism in tissue sections, or by recognition 
of typical blastemyces in fresh preparations of body fluids 
or exudates, together with a positive serological reaction 
with Blastomyces antigen. T. Semple 


1206. Chronic Bronchitis. Its Prevalence, Nature, and 


C. M. FLetcHer. American Review of Respiratory 
Diseases [Amer. Rev. resp. Dis.] 80, 483-494, Oct., 1959. 
7 figs., 38 refs. 


Mortality from bronchitis in England and Wales is 
about 45 times greater than in the United States. Al- 
though some of this excess mortality may be due to 
differences in diagnostic custom, much of it must be real. 
No strictly comparable morbidity statistics are available, 
but there is some evidence that the disease may be 
common in a less disabling form than in Great Britain. 

Clarification of diagnostic terminology is necessary if 
the reasons for these differences are to be elucidated. 
At present there is much confusion over the use of the 
words “ bronchitis’, “‘ asthma”, and “* emphysema ”’. 
It is suggested that chronic bronchitis should imply no 
more than hypersecretion of bronchial mucus causing 
persistent or recurrent productive cough. Evidence is 
presented that such hypersecretion is significantly associ- 
ated with an increased liability to recurrent bronchial 
infection and reduction of ventilatory capacity.- These 
associated forms of disability should be regarded as 
complications of simple bronchitis and should be 
described and classified separately. The proper use of 
the word asthma, indicating reversible bronchial obstruc- 
tion in association with bronchitis, requires further 
clarification. Emphysema should be regarded as a mor- 
bid anatomic term and should be used only to describe 
cases in which there is clear evidence of its presence. 

The essential pathology of chronic bronchitis is prob- 
ably hyperplasia and hypertrophy of mucus-secreting 
glands. Secondary infection is probably responsible for 
itreversible obstruction and emphysema. Inhaled irri- 
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tants, including polluted air and dust—but particularly 
tobacco smoke—are concerned in the pathogenesis. The 
factors responsible for high British mortality and the 
steep social-class gradient have not yet been identified. 
—\[From the author’s summary.] 


1207. Antibodies to Haemophilus influenzae in Chronic 
Bronchitis 

A. A. GLYNN. British Medical Journal (Brit. med. J.] 2, 
911-914, Nov. 7, 1959. 1 fig., 15 refs. 


A method of detecting antibodies to H. influenzae by 
the agglutination of tanned red cells coated with a 
sodium carbonate extract of the organism is described. 
With this method, antibodies in high titre (>500) have 
been found in 66% of patients with bronchitis compared 
with similar though never quite such high titres in 21% 
of asthmatic patients and 6% of controls. Within the 
bronchitis group titres bore little or no relation to the 
duration or severity of the disease or to the presence of 
active infection. The results confirm the close associa- 
tion of H. influenzae with chronic bronchitis but lend no 
support to the theory that H. influenzae is responsible for 
the acute infective episodes which occur. The need for 
further study of H. influenzae antigens is stressed.— 
[Author’s summary.] 


1208. Bronchographic Aspects of Bronchitis and Chronic 

Bronchorrhoea. (Aspects bronchographiques dans les 

bronchites et les bronchorrhées chroniques) 

P. LaGeze, P. GALy, R. TOURAINE, C. CHASSAGNON, and 

J. TERNAMIAN. Schweizerische Zeitschrift fiir Tuber- 

kulose und Pneumonologie {Schweiz. Z. Tuberk.] 16, 
279-292, 1959. 6 figs., 37 refs. 


An account is given of the bronchographic abnormali- 
ties found at the Hépital Edouard Herriot, Lyons, in 56 
patients with evidence of “‘ chronic bronchial inflamma- 
tion’, cases of “‘ pure” bronchiectasis being excluded. 
The abnormalities observed were those described by 
other authors and were always localized to one lung or 
part of the lung. They were of three types: (1) 
diverticulae of main bronchi; (2) terminal bronchiolar 
dilatation; and (3) widening, obliteration, and cystic 
dilatation of smaller cartilaginous bronchi. No corre- 
lation was found between the clinical and broncho- 
graphic findings. C. M. Fletcher 


1209. Lung Cancer among White South Africans 
G. Dean. British Medical Journal (Brit. med. J.] 2, 
852-857, Oct. 31, 1959. 14 refs. 


Analysis of the 1947-56 male lung cancer deaths in 
South Africa by age, country of birth, and place of resi- 
dence has shown that among those dying aged 45 to 64 
(but not among those dying aged 65 and over) British 
immigrants have had much higher lung cancer mortality 
rates than Union-born men or immigrants from other 
countries. Further, among all three categories in South 
Africa—Union-born men, British male immigrants, and 
male immigrants from other countries—the lung cancer 
mortality rates have increased approximately with the 
level of urbanization and industrialization. Neither the 
differences between the lung cancer mortality rates of 
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these three groups nor the urban/rural gradient can be 
attributed to differences in smoking habits. Instead, 
both would seem to have been due to the exposure of 
the men concerned to different degrees of atmospheric 
pollution. The excess lung cancer mortality among 
British immigrants aged 45 to 64 would seem to have 
been due to their exposure in Britain to some form of 
atmospheric pollution to which those emigrating before 
1910 had not been subject. The urban/rural lung cancer 
mortality gradient in South Africa would appear to 
reflect the increasing atmospheric pollution that is en- 
countered in passing from rural areas to areas of increas- 
ing industrialization.—[Author’s summary.] 


1210. Lebectomy for Bronchial Carcinoma 
J. R. Betcuer. Lancet [Lancet] 2, 639-642, Oct. 24, 
1959. 5 figs., 11 refs. 


In this paper from the London Chest Hospital the 
author has made a further analysis of 246 of the cases of 
bronchial carcinoma treated by lobectomy previously 
reported (Lancet, 1956, 1, 349; Abstr. Wld Med., 1956, 
20, 291), the period of follow-up since operation being 
now between 5 and 10 years. 

During this period 169 patients died, 14 after the 
expiration of 5 years and 30 from causes other than 
bronchial carcinoma, the 91 survivors representing a 
5-year survival rate of 37°%, or 42°% if those dying from 
other causes are excluded. The longer follow-up con- 
firmed that the prognosis was related to the tumour cell 
type; thus among 46 patients with adenocarcinoma the 
survival rate was 53°%%, while there was little difference 
between those with oat-cell (42 cases) or squamous-cell 
tumours (158 cases) in whom it was 37% and 32% 
respectively. Of 183 patients without lymph-node 
involvement, 43°% were still alive at 5 years, but this figure 
fell.to only 23% of the 63 with invasion of the nodes. 
In 19 patients carcinoma developed in the residual 
lung, which in 11 cases could have been considered a 
new primary growth. It also became evident that the 
site of tumour influenced the results of surgery, lower- 
lobe growths giving a 44°% survival rate as against 31% 
for upper-lobe tumours, possibly owing to the greater 
ease of lymph-node clearance during lower-lobe resec- 
tions. It is concluded that on both pathological and 
Statistical grounds the more conservative operation of 
lobectomy for bronchial carcinoma is justified. 

C. A. Jackson 


1211. Pulmonary Ventilation. Blood Flow Relation- 
ships in Interstitial Disease of the Lungs 

J. Reap and R. S. WILLIAMS. American Journal of 
Medicine [Amer. J. Med.) 27, 545-550, Oct., 1959. 1 fig., 
18 refs. 


In this paper a study is reported of the possible 
inequalities of pulmonary ventilaticn, perfusion, and the 
ventilation ratio in cases of pulmonary fibrosis, a respira- 
tory mass spectrometer which permits continuous analysis 
of four components of a gas mixture being used. Of the 
28 patients included in the study, 22 were suffering from 
asbestosis and 4 from sarcoidosis, scleroderma, carcino- 
matesis, and the Harmman-Rich syndrome respectively. 
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In 2 cases the aetiology was not known. A mixture of 
15% argon, 209% oxygen, and the remainder nitrogen 
was inhaled at the end of a normal expiration and the 
subsequent exhalation analysed for oxygen, carbon di- 
oxide, and argon concentrations. The ventilation: per- 
fusion ratio was determined by estimating the respiratory 
quotient and observation of the oxygen and carbon 
dioxide concentrations. Argon concentration curves 
indicated the alveolar ventilation, and the corresponding 
pulmonary blood flow was calculated from the relation 
of alveolar ventilation to the ventilation : perfusion ratio. 

Of 17 patients thought to have pure interstitial fibrosis, 
12 showed abnormal ventilation but normal blood flow. 
In the remaining 11 patients, who had interstitial disease 
complicated by emphysema or bronchial disease, there 
was no constant pattern, since the unequal ventilation 
was liable to be offset by uneven blood flow. ; 

J. Robertson Sinton 


1212. Studies on Respiratory Mechanics and the Work 
of Breathing in Pulmonary Fibrosis 

J. R. West and J. K. ALEXANDER. A/merican Journal of 
Medicine [Amer. J. Med.] 27, 529-544, Oct., 1959. 12 
figs., 10 refs. 


Pulmonary function, with particular reference to the 
work done by the act of breathing, was studied at the 
Presbyterian Hospital, New York, in 6 healthy subjects, 
6 patients with pulmonary fibrosis due to sarcoidosis, 
asbestosis, beryllosis, silicosis, or irradiation, and 3 
patients with fibrosis of unknown aetiology. The work 
done by breathing, at rest and during standard exercise, 
was deduced from records of lung compliance taken from 
simultaneous oesophageal pressure tracings and lung 
volume changes. In cases of pulmonary fibrosis the 
work of breathing at rest was greater than 2 to 8 times 
that in healthy subjects. On exercise the work was 
increased about 4 times. Diminution of lung compli- 
ance appeared to vary with the reduction in total lung 
capacity, but was not necessarily reflected in any altera- 
tion in the diffusing capacity of the lungs. 

J. Robertson Sinton 


1213. The Respiratory Effects of Progesterone in Severe 
Pulmonary Emphysema 
J. H. Cutten, V. C. Brum, and W. U. Reipt. American 
Journal of Medicine [Amer. J. Med.| 27, 551-557, Oct., 
1959. 2 figs., 11 refs. 


It has been suggested that progesterone increases the 
sensitivity of the respiratory centre to carbon dioxide 
and that administration of the drug might stimulate 
respiration in cases of anoxia in which the respiratory 
centre is ceasing to respond to normal carbon dioxide 
stimulation. Total lung capacity, minute ventilation, 
and arterial blood gas analyses were studied in 7 emphy- 
sematous patients and 2 healthy subjects before, during, 
and after a 3-week course of daily injections of 50 mg. 
of progesterone in oil. There was some increase in total 
and alveolar ventilation in patients and controls. A 
significant fall in carbon dioxide concentration was 
observed in only 3 of the 7 emphysematous patients and 
there was no subjective improvement in any of them. 

J. Robertson Sinton 
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1214. Pyocele of the Sphenoid Sinus 

D. T. R. Copy and O. E. HALLBERG. A.M.A. Archives 
of Otolaryngology [A.M.A. Arch. Otolaryng.| 70, 495- 
499, Oct., 1959. 1 fig., 15 refs. 


Mucocele or pyocele of the sphenoid sinus is very 
rare, but its importance is that it may be a factor in the 
“syndrome of the orbital apex” due to pressure on 
structures in the superior orbital fissure and the optic 
foramen—the 2nd, 3rd, 4th, 6th, and first division of the 
Sth cranial nerves, the ophthalmic artery and vein, 
sympathetic filaments, and small arterial branches. The 
difficulty of diagnosis is indicated by the fact that of the 
9 cases of sphenoid mucocele reported in the English 
literature, only one was recognized before operation. 
The first diagnosis was neoplasm in 7 cases, in only one 
of which was the sphenoid sinus regarded as the site of 
origin, and aneurysm of the internal carotid artery in 
one. In the case reported here from the Mayo Clinic 
there was a pyocele—perhaps from infection of an old 
mucocele—and pus was found in the nose, which helped 
the diagnosis. F. W. Watkyn-Thomas 


1215. Modern Masking Techniques and Their Applica- 
tion to the Diagnosis of Functional Deafness 

J. D. Hoop. Journal of Laryngology and Otology {J. 
Laryng.] 73, 536-543, Aug. [received Nov.], 1959. 
5 figs., 1 ref. 


Earlier methods of diagnosis of functional deafness, 
involving as they did the resort to a variety of strata- 
gems, were unsatisfactory and were notable for their lack 
of “ instrumental efficiency”. Writing from the M.R.C. 
Otological Research Unit, National Hospital, Queen 
Square, London, the author points out that the develop- 
ment of new audiological techniques has made the diag- 
nosis of functional deafness, particularly if unilateral, a 
more certain and more satisfactory procedure and that 
the responses to be expected from a psychologically 
normal subject to acoustic stimuli of variable and known 
physical characteristics have been shown to exhibit 
remarkable constancy. Recent improvements in mask- 
ing technique involving the use of narrow-band masking 
Noise applied by means of insert receivers have been 
adapted to the diagnostic problem of unilateral deafness. 
Thus the difficulty of cross-stimulation, which in the past 
was a serious stumbling-block in audiometric practice, 
has been overcome. 

The author briefly outlines the test procedure, which 
he described in full in an earlier paper (Proc. roy. Soc. 
Med., 1957, 50, 689). By means of an insert receiver 
the output from a narrow-band noise generator is 
delivered to the normal ear. Thus a masking sound 
intensity up to 80 db. above threshold can be applied 
to one ear without fear of cross conduction to the 
Opposite ear. The patient’s threshold is determined 
first for a pure tone of 1,000 c.p.s. delivered by a loud- 
speaker and then for a narrow-band noise centred 
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around 1,000 c.p.s. delivered by the insert receiver. The 
technique and the interpretation of the responses are 
described in detail with reference to its application to a 
case of mixed organic and unilateral functional deafness 
which developed in a man aged 38 following a car 
accident. The most striking feature of the masking 
test is the clear-cut character of the responses obtained. 
Another advantage is that it can be used for separate 
evaluation of the organic and functional elements when 
these are present in combination in a case of deafness. 
E. D. Dalziel Dickson 


1216. Newer Topical Antibiotics in Otitis Externa 

R. Axroyp. Journal of Laryngology and Otology [J. 
Laryng.| 73, 544-554, Aug. [received Nov.], 1959. 
12 refs. 


Otitis externa has long been the cause of controversy 
between otologist and dermatologist, often perhaps be- 
cause of the lack of a uniform approach to the condition. 
From a practical point of view external otitis may be 
thought of as a form of infective dermatitis, modified 
by the unique anatomical situation in which it occurs. 
Knowledge of the pathology and aetiological factors 
concerned is necessary, and though emphasis has been 
placed on fungi as a cause, it is now known that a high 
proportion of infections are due to Staphylococcus 
aureus and Gram-negative organisms such as Pseudo- 
monas pyocyanea. 

The author reports the results in a series of 33 acute 
and 36 chronic cases of the disease occurring in Service 
personnel and their families in Singapore which were 
treated either with ear-drops consisting of a compound 
of neomycin, polymixin B, and hydrocortisone in 
aqueous suspension (“ otosporin ”’) or with an ointment 
containing framycetin and prednisolone in a water- 
miscible base (‘* cortibiotic ’”) which was inserted deeply 
into the meatus on wicks of ribbon gauze. Of 19 acute 
cases, 18 (94°%) responded well to the ointment and 11 
(79°%%) of 14 similar cases to the ear-drops. Follow-up 
examination 2 to 3 months later disclosed that there had 
been a recurrence in 4 (21°) of the former cases and in 
5 (33°) of the latter, this being mild in most instances. 
Of the 15 chronic cases, 9 (649%) responded satisfactorily 
to treatment with cortibiotic ointment, as did also 14 
(64°%) of the 22 chronic cases treated with otosporin, 
the response being somewhat more prompt with the 
latter preparation. Relapse occurred in 6 (35%) of 17 
of the cases treated with otosporin and reviewed after 
24 months and in 7 (50%) of 14 chronic cases treated 
with cortibiotic. 

[Both these preparations are of value in the manage- 


_ ment of acute and chronic otitis externa, although in 


tropical climates there is a tendency for the condition to 
relapse, especially in places where the humidity is high. 
The additional benefit resulting from the cleaning-up to 
which the meatus and auricle are subjected should not be 
overlooked.] E. D. Dalziel Dickson 
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1217. Dialytic Parabiosis: a New Method of Treating 
Renal Failure by the Extrarenal Route, Using a Mam- 
malian Donor 

M. Pavone-MAcALuso and A. ANELLO. Lancet [Lan- 
cet] 2, 704-707, Oct. 31, 1959. 3 figs., 8 refs. 


The management of acute renal failure has been 
advanced in recent years not only by improved medical 
treatment, but also by such artificial measures as cross- 
circulation and procedures involving dialysis. Cross- 
circulation, whereby the blood-stream of the uraemic 
patient is temporarily connected to that of a normal 
person, is theoretically the best method, but is rarely 
possible to perform. In this paper from the University 
of Palermo a new method, in which a mammalian donor 
is used, is described. The apparatus for this procedure 
{called dialytic parabiosis by the authors) has been com- 
pared to an artificial placenta since it allows transfer 
between recipient and donor, without any mixing of 
blood, across a dialysing membrane. The experimental 
type consists of two cellulose tubes wrapped spirally 
round a metal-net cylinder and enclosed within a narrow 
space between two glass cylinders, one inside the other, 
which is filled with the “ transferring fluid’. Blood 
from the anuric subject circulates through one tube and 
blood from the donor through the other. The cellulose 
membrane is permeable to water, electrolytes, and urea 
but impermeable to colloidal solutes, such as proteins. 
The transferring fluid is a small volume of plasma, the 
composition of which is kept constant by the donor. 


MAMMALIAN 
DONOR: 


Experiments with animals of different species, such as 
dogs and goats, have shown that during dialytic para- 
biosis the blood non-protein nitrogen (N.P.N.) level is 
reduced in the anuric recipient and slightly increased in 
the healthy donor, in which diuresis is stimulated, 


especially some hours after treatment has stopped. The 
donor thus removes harmful material and may also give 
some essential factors in return. This technique may 
therefore be of use not only in uraemia, but also in liver 
diseases, in which the artificial kidney is of little value. 
A case of severe uraemia due to mercury poisoning ina 
woman of 34 is described in which treatment was by 
dialytic parabiosis, the disposable dialysing unit of a 
Kolff—Watschinger twin-coil artificial kidney being used, 
with modifications (see diagram). The mammalian 
donor was a sheep and the bath fluid was diluted plasma. 
Although the dialysis was continued for only 90 minutes, 
the patient’s blood non-protein nitrogen level was signifi- 
cantly reduced and the abnormal electrolyte pattem 
much improved. Diuresis started shortly after treat- 
ment and the patient recovered. Definite conclusions 
cannot be drawn from a single case, but the authors 
suggest that with a longer dialysis the results may be 
better in uncomplicated cases. J. Browne Kutschbach 


1218. Studies of Renal Hematuria. [In English] 
S. Okamoto. Urologia internationalis (Urol. int. (Basel)] 
8, 65-102, 1959. 18 figs., bibliography. 


This paper from Yokohama University School of 
Medicine describes investigations into three types of 
** idiopathic haematuria”’. (1) Renal haemorrhage due 
to renal circulatory disturbance with hypoxia is exempli- 
fied by 7 patients with persistent haematuria associated 
with ptosis of the right kidney who were cured by 
decapsulation and suspension of the kidney from the 
12th rib (Albarran’s nephropexy). The haematuria is 
attributed to reduce blood flow and to increased intra- 
pelvic pressure in the erect position. Experiments on 
dogs showed that decapsulation increased renal blood 
flow. (2) Dysfunction of the autonomic nervous system 
as a possible cause of renal haemorrhage was studied. 
Although some animal experiments suggested that stimu- 
lation of the renal autonomic nerves could cause haema- 
turia and 2 out of 5 patients were apparently cured of 
haematuria by ganglion block with procaine, the author 
does not consider that sympathetic overactivity is a 
significant cause of clinical haematuria. (3) Five cases 
of haematuria of “ allergic ” origin are reported. Experi- 
mental anaphylactic shock in rabbits was inconstantly 
associated with renal haemorrhage and with decreased 
histamine content of the renal tissue. The histology of 
the pelvis of a kidney removed from one of the patients 
with haematuria resembled that of the Arthus 
phenomenon. 

[While the experimental work is clearly described, the 
patients are not described in any detail, so the validity 
of the distinction of these three types is difficult to assess. 
According to the summary the author recognizes six 
types of idiopathic haematuria, but only three are men- 
tioned in the paper.] D. A. K. Black 
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1219. Pituitary Tumours Manifested after Adrenalectomy 
for Cushing’s Syndrome 

D. A. D. Montcomery, R. B. WELBOURN, W. T. E. 
McCauGuey, and C. A. GLEADHILL. Lancet [Lancet] 2, 
707-710, Oct. 31, 1959. 3 figs., 21 refs. 


The authors describe in some detail 2 cases of Cushing’s 
syndrome seen at the Royal Victoria Hospital, Belfast, 
in which a pituitary tumour became manifest some time 
after adrenalectomy had been performed. Both tumours 
were transitional-basophil in type. One, which occurred 
in a girl first seen at the age of 15, was malignant and 
resulted in the patient’s death 3 years later. The other, 
ina woman of 34, was probably benign and was removed 
surgically; 6 months after hypophysectomy this patient 
still had mild diabetes insipidus and required vasopressin, 
thyroxine, and cortisone, but was making satisfactory 
progress, the pigmentation having disappeared. 

The authors consider it likely that in both these cases 
there was a small adenoma of the pituitary gland 
which continued to grow after adrenalectomy. The 
generalized pigmentation which developed in both 
patients within a few weeks of adrenalectomy did not 
respond to cortisone therapy. It is suggested that 
possibly in the future hypophysectomy as an alternative 
to adrenalectomy in these cases may have to be considered 
more often than it is at present. Meanwhile radio- 
graphy of the pituitary fossa at regular intervals is 
recommended as a wise precaution. G. B. West 


1220. Facial Flushing Produced in Patients with Car- 
tinoid Syndrome by Intravenous Adrenaline and Nor- 
adrenaline 

W. S. Peart, J. I. S. RoBERTSON, and T. M. ANDREws. 
Lancet [Lancet] 2, 715-716, Oct. 31, 1959. 3 figs., 9 refs. 


At St. Mary’s Hospital, London, 6 patients with the 
carcinoid syndrome have been studied for their ability to 
exhibit facial flushing in response to small intravenous 
doses of various amines. In all 6 cases the intravenous 
administration of adrenaline or noradrenaline in a dose 
of 2 to 20 ug. was followed by an apparently typical 
carcinoid flush after an interval varying from 40 to 120 
seconds. Tyramine, ephedrine, amphetamine, and 
methylamphetamine were without effect, but 5-hydroxy- 
ttyptamine (in a dose of about 500 xg. base) caused over- 
breathing and flushing similar to that following nor- 
adrenaline, except that the flush occurred almost at once. 
The results suggest that adrenaline and noradrenaline 
telease a vasoactive substance from a central site, 
Possibly tumour tissue, which causes the flushes, but 
that this substance is not 5-hydroxytryptamine. 

G. B. West 


1221. Primary Aldosteronism. [Review Article] 

P. DELORME and J. GENEST. Canadian Medical Associa- 
tion Journal (Canad. med. Ass. J. 81, 893-902, Dec. 1, 
1959. 42 refs. 


PITUITARY GLAND 


1222. Diseases of the Joints and Spine Associated with 
Acromegaly. (Sa6onepaHua cycTaBoB H MO38BOHO4- 
HHMKa, CBASAHHbIe C 

V. M. KoGAn-Jasnys and L. M. podsemv 
Sxdoxpuxonoeuu u Fopmonomepanuu (Probl. Endokr. 
Gormonoter.| 5, 52-55, Sept.—Oct., 1959. 4 figs., 10 refs. 

Acromegaly is often accompanied by arthritis and 
indeed the joint pains may, in some cases, be the present- 
ing symptom. The arthritis is of the degenerative type, 
but there may also be hyperplasia and hypertrophy. 
Characteristic changes in the spinal column include the 
disappearance of the “‘ waists’ of the vertebrae (due to 
the laying down of new bony layers), ossification of the 
anterior ligaments of the spine, and well-marked costo- 
vertebral arthrosis. The possibility of acromegaly 
should always be borne in mind when a young adult 
patient complains of joint pains, especially in the spine, 
knees, and shoulders. 

The administration of ACTH (corticotrophin) relieves 
the symptoms of arthrosis as well as the general con- 
dition, and should play a part in the treatment complex 
of acromegaly, which in the authors’ cases included 
irradiation of the pituitary gland or surgical removal of 
the tumour. The histories are presented of 2 cases in 
which courses of ACTH (consisting of 365 and 400 units 
respectively) were given, with much resulting relief— 
one after surgical enucleation of an acidophil adenoma 
and the other before irradiation of the tumour. In the 
first case vision and the general signs of hormonal dys- 
function were improved by the operation, but the 
arthritic symptoms remained unrelieved until ACTH 
was given, when the pains almost disappeared. The 
authors found that one of the valuable diagnostic signs 
in acromegaly was a lack of response in the skin to an 
dose of ultraviolet radiation. 

L. Firman-Edwards 


1223. Failure of Vasopressin to Produce Normal Urine 
Concentration in Patients with Diabetes Insipidus 

C. §. ALEXANDER, D. M. FILBin, and S. A. FRUCHTMAN. 
Journal of Laboratory and Clinical Medicine [J. Lab. clin. 
Med.) 54, 566-571, Oct., 1959. 12 refs. 


The observations reported in this paper from the 
Veterans Administration Hospital and University of 
Minnesota Medical School, Minneapolis, confirm pre- 
vious evidence that antidiuretic hormone will not restore 
normal urine concentration in diabetes insipidus, despite 
its capacity to reduce urine volume to normal. 

The effects of vasopressin were compared in 7 normal 
men and 2 patients with diabetes insipidus. The normal 


~ men drank 1,600 to 1,700 ml. of water and 75 minutes 


later were given vasopressin (120 mu.) intravenously. 
The mean maximum urine concentration during the 
following 30 minutes was 617+35 milliosmols per litre. 
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The 2 patients, who had WHand-Schiiller—Christian 
disease, voided 5 to 8 litres of urine daily in the untreated 
state, which was reduced to 2 to 3 litres daily by treat- 
ment with pituitary snuff or pitressin in oil. Treatment 
was withheld for 12 to 36 hours before the patients were 
given pitressin (120 mu.) intravenously or surgical 
** pituitrin ” (1 to 1-5 ml.) intramuscularly. The maxi- 
mum urine concentration ranged from 119 to 214 millios- 
mols per litre in 4 tests and attained isotonicity with 
plasma (300 milliosmols per litre) in only one test. Data 
derived from hospital records are given for 3 further 
patients with diabetes insipidus who were given 500 mu. 
of vasopressin intravenously and up to 20 u. intra- 
muscularly without increasing the specific gravity of the 
urine above 1-010, and for 16 other cases in which the 
maximum specific gravity recorded after vasopressin 
ranged from 1-030 to 1-002. 

Previous clinical and experimental findings are reviewed 
and possible causes for the failure of antidiuretic hor- 
mone to increase urinary concentration in diabetes 
insipidus are discussed. The evidence is against there 
being any aldosteronism or potassium depletion in 
diabetes insipidus. Polyuria per se can reduce the con- 
centrating capacity of the kidney, but not sufficiently to 
account for the degree of failure observed here. When 
glomerular filtration is drastically reduced patients with 
diabetes insipidus can produce a hypertonic urine, but 
this mechanism is independent of the antidiuretic hor- 
mone and only operates in conditions well outside the 
physiological range. It seems that it is the response of 
the collecting tubules to antidiuretic hormone that is at 
fault unless some other factors in addition to this hor- 
mone are deficient in diabetes insipidus. 

Peter C. Williams 


THYROID GLAND 


1224. The Use of Reserpine in the Treatment of Thyro- 
toxicosis 

J. BUCHANAN, W. W. BUCHANAN, J. Crooks, and G. E. 
GALE. Scottish Medical Journal [Scot. med. J.] 4, 486- 
490, Oct., 1959. 1 fig., 18 refs. 


It is possible that some of the peripheral action of 
thyroid hormone may be produced by sensitization of 
the tissues to adrenaline and noradrenaline. As the 
inhibitory effect of reserpine on sympathetic over- 
activity occurs, in part, at the periphery, there is thus a 
rationale for the administration of reserpine to suppress 
some of the symptoms of hyperthyroidism. There have 
been several reports of success with this treatment. 

The investigation described in this paper from the 
Western Infirmary, Glasgow, was designed to compare, 
in a double-blind trial, the effect of reserpine and of inert 
tablets on the clinical features of hyperthyroidism in 20 
patients who had very recently received treatment with 
radioactive iodine (1311). These patients were chosen 
because it was considered that, at this stage in treatment, 
drugs which interfere with the uptake of 13!I by the 
thyroid gland are inadvisable; reserpine has been shown 
to have no such action. The drug was given in a dosage 
of 0-5 mg. 4 times a day for 6 weeks. Since complaints 


concerning the unusual side-effects of reserpine therapy 
might enable the observer to differentiate between treated 
and control groups, the patients were first seen on each 
attendance by an independent clinician. 

Of the 11 patients receiving reserpine, 4 suffered from 
severe toxic effects which in 2 cases necessitated with- 
drawal from the trial. Most of the patients given reser- 
pine complained of unusual fatigue. Because of the high 
incidence of toxicity the study was not extended to a 
larger number of patients. There was no significant 
difference in the symptoms and signs of hyperthyroidism 
between the treated and the control groups, except that 
in the former there was a fall in pulse rate with a gain in 
weight, which was probably attributable to fluid reten- 
tion. One patient, not included in the series, recovered 
from a thyrotoxic crisis after she had been given 12:5 
mg. of reserpine during a 36-hour period as well as hydro- 
cortisone intravenously and other treatment. 

The authors consider that reserpine has no place in 
the treatment of hyperthyroidism, with the possible 
exception of a thyrotoxic crisis. H.-J. B. Galbraith 


1225. Effect of Thyrotropic Hormone on the Accumula- 
tion of Radioactive Iodine in Thyrotoxicosis 

A. W. G. GooLDEN. Journal of Clinical Endocrinology 
and Metabolism [J. clin. Endocr.| 19, 1252-1257, Oct., 
1959. 1 fig., 13 refs. 


At Hammersmith Hospital (Postgraduate Medical 
School of London) the effect of 5 U.S.P. units of thyro- 
trophic hormone (T.S.H.) on the accumulation of radio- 
active iodine (131]) by the thyroid gland was studied in 
12 patients with thyrotoxicosis and 2 normal subjects. 
The latter showed a 3-fold increase in the thyroidal 
clearance rate (54 to 179 ml. and 12 to 40 ml. respec- 
tively); the thyrotoxic patients showed variable increases, 
the mean for the group being about 30°% above the initial 
value. The urinary excretion rate of 131] was reduced in 
patients and controls alike during the first 8-hour period, 
but in the 8- to 24-hour period there was no significant 
difference. After T.S.H. most of the patients showed 
an obvious increase in the thyroidal uptake of 13!I at 
1, 2, 4, and 6 hours, but at 24 hours the difference was 
no longer apparent. Thus the thyrotoxic gland responds 
to thyrotrophic hormone qualitatively in the same way as 
the normal thyroid gland. F. W. Chattaway 


1226. Toxic Goitre and Abnormal Cardiac Rhythm 

R. V. Hupson. Proceedings of the Royal Society of 
Medicine (Proc. roy. Soc. Med.| 52, 810-812, Oct., 1959. 
4 refs. 


A review of the prognosis in 254 cases of toxic goitre 
complicated by cardiac arrhythmia treated by para-total 
thyroidectomy between 1930 and 1958 has been made at 
the Middlesex Hospital, London. 

There were 144 patients, of average age 48-7 years, 
with diffuse toxic goitre and 110 patients, of average 
age 55-0 years, with toxic nodular goitre. The corre- 
sponding average ages of patients with severe thyrotoxi- 
cosis in normal rhythm were 38-6 and 47-9 years respec- 
tively at the time of operation. In the group with diffuse 
goitre spontaneous return to normal rhythm occurred 
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after operation in all of 27 patients with paroxysmal 
auricular fibrillation, in 44 out of 61 patients with estab- 
lished auricular fibrillation but without cardiac failure 
(72:1°%), and in 36 out of 56 patients with established 
auricular fibrillation and cardiac failure (644%). The 
corresponding figures for the group with toxic nodular 
goitre were 34 out of 35 patients with paroxysmal 
auricular fibrillation (97-1%), 24 out of 35 with estab- 
lished fibrillation and without failure (68-6°%), and 24 
out of 40 with combined fibrillation and failure (60-0°). 
An additional factor influencing the reversion rate was 
the presence of coexistent cardiovascular disease, such 
as hypertension or coronary arterial disease, this being 
present in 259% of the 254 patients. Spontaneous rever- 
sion occurred after operation in only 33°% of this group 
compared with a reversion rate of over 80% in the other 
15%. The over-all operative mortality was 2-4%. No 
correlation was found between severity of thyrotoxicosis 
and either onset or prognosis of arrhythmia. 

The author concludes that the development of cardiac 
arrhythmia is an urgent indication for thyroid ablation 
either by operation or by administration of radioactive 
iodine. Gerald Sandler 


1227. The biicdesian of Congenital Goiter with Butanol- 
insoluble Serum Iodine 

L. J. DeGroot and J. B. SraNBURY. American Journal 
of Medicine [Amer. J. Med.| 27, 586-595, Oct., 1959. 
3 figs., 25 refs. 


From Massachusetts General Hospital (Harvard Medi- 
cal School), Boston, the authors describe the findings in 
6 patients (2 adults, 3 children, and a youth of 17 years), 
all of whom had hypothyroidism and goitre, 5 of them 
from the first few years of life. All showed increased 
uptake of radioactive iodine (1311, a normal or low 
serum protein-bound iodine level, and a significant 
quantity of butanol-insoluble iodine in the serum. The 
administration of potassium thiocyanate did not release 
131] from the thyroid gland. The deiodinase activity 
and thyroxine-binding activity of the serum were normal. 
The hypothyroidism responded to replacement therapy, 
which also prevented further growth of the goitre or 
reduced it in size. In 5 cases there was also an unidenti- 
fied, butanol-insoluble, iodine-containing substance in 
the urine, probably a polypeptide. 

The abnormal iodine-containing complex in the serum 
contained peptide-linked iodotyrosine and iodothyro- 
nine, and in addition to being insoluble in butanol it 
moved electrophoretically with the serum albumin frac- 
tion, but was immobile chromatographically. (Whether 
the urinary component is identical with, or a fragment 
of, the serum component is as yet unknown.) The 
latter substance appears to be the result of a shunt of 
normal hormone precursors into a useless pathway, 
Tesulting in increased stimulation by the pituitary gland 
‘and consequent thyroid hypertrophy. It is suggested 
that the underlying metabolic abnormality is probably a 
congenital defect in thyroglobulin synthesis producing 
the present type of goitre, which may have a common 
genetical basis with a type of adenomatous colloid 
goitre. Norval Taylor 
2E 
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1228. Radioiodine in the Treatment of Hyperthyroidism: 
a Seven-year Evaluation 

S. RUBENFELD, M. LOWENTHAL, A. KOHN, N. MITCHELL, 
and §.S. Bropir. A.M.A. Archives of Internal Medicine 
[A. — .A. Arch. intern. Med. ] 104, 532-538, Oct., 1959. 
15 refs. 


This paper from the Jewish Memorial Hospital, New 
York, presents the results of the oral treatment of 
hyperthyroidism with radioactive iodine (1311) in 294 
consecutive patients (only 57 of them male) who were 
followed up for one to 7 years (the majority for 2 years 
or less). An empirical dosage of !31I was given accord- 
ing to the Marinell-Quimby-—Hines formula (which is 
described), the patient’s age, the degree of clinical 
toxicity, and the character of the thyroid gland. 

In two-thirds (194) of the 294 cases the condition was 
controlled by one dose of 131I, while a further 64 cases 
(a total of 258 or 88°%%) were controlled by two doses. 
Complications were infrequent, although 4 patients com- 
plained of pain and tenderness over the thyroid gland 
within 2 weeks of administration of the 131I. The treat- 
ment produced hypothyroidism in 24 cases, an incidence 
of 8%. One severely affected patient, a girl aged 16, 
died in thyroid crisis. The authors consider that the 
theoretical dangers of inducing thyroid cancer, leukaemia, 
or gene mutation—no evidence of which was seen in the 
present series—must be balanced against the beneficial 
results and the risks of other modes of treatment. 

I. McLean Baird 


1229. The Erythrocyte Uptake of I!3!-labeled 1-Triiodo- 
thyronine as a Measure of Thyroid Function 

A. L. URELEs and M. Morray. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.| 54, 178-185, 
Aug., 1959. 16 refs. 


The authors, working at the University of Rochester 
School of Medicine and Dentistry, Rochester, N.Y., 
have measured the uptake in vitro of triiodothyronine 
labelled with 131I by erythrocytes from 401 patients and 
report on the possible use of this measurement as a 
test of thyroid function. The method used consisted 
in the addition of 1L-3:5:3’-triiodothyronine labelled 
with 131] (TRI!31) to 3-ml. quantities of oxalated whole 
blood, incubating for 2 hours at 37° C., and then count- 
ing the radioactivity in a well-type scintillation counter. 
The erythrocytes were then separated, washed, and their 
radioactivity measured and expressed as percentage up- 
take. The method was tried on patients whose thyroid 
activity had been previously decided by clinical assess- 
ment, aided when necessary by determination of the 
serum protein-bound iodine level, 24-hour thyroid 131[ 
uptake, or basal metabolic rate. 

If the normal limits of uptake of TRI!3! by the erythro- 
cytes were assumed to be 11-5 to 18-5% the results 
agreed with the clinical and other findings in 91% of 
patients. Other investigations showed that there was 
an abnormally high uptake in patients with chronic liver 
disease or nephritis associated with low serum albumin 
concentration, and a subnormal uptake in pregnancy. 
Thyroid hormone treatment and previous administration 
of inorganic or organic iodine did not appear to affect 
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the results. It is therefore suggested that determination 

of the uptake of 13!]-labelled triiodothyronine by the 

erythrocytes may be a useful test of thyroid function. 
K. E. Halnan 


1230. The in-vitro Uptake of 32P by Red Blood-cells in 
Thyroid Disease 
H. E. A. FARRAN, P. MiLutinovic, and A. S. MASON. 


Lancet [Lancet] 2, 537-539, Oct. 10, 1959. 5 figs., 4 refs. 


The authors, working at the New End Hospital, 
London, have measured the radioactive phosphorus 
(32P) by erythrocytes in vitro in 100 patients and have 
assessed its value as an index of thyroid function. 32P 
as orthophosphate in isotonic solution was incubated 
with 13-ml. samples of heparinized blood. Samples 
were taken after 40 to 50 minutes and after 75 minutes, 
when the plasma and erythrocytes were separated and 
their radioactivity measured with a standard Geiger-— 
Miiller liquid counter. The results were expressed as a 
function R, representing percentage radioactivity taken 
up by each millilitre of erythrocytes per hour. 

There was a highly significant correlation between R 
and the rate of uptake of !3!I by the thyroid gland during 
the first half-hour after intravenous injection. There 
was, however, a considerable overlap between the differ- 
ent clinical groups of patients, and determination of R 
seemed only of limited value as an initial diagnostic test 
of thyroid function. Serial determinations of R may, 
however, be useful as a method of assessing response of 
the patient to thyroid hormone and antithyroid drug 
treatment. Anomalous values of R were found in 
patients being treated with steroids and in some with 
cardiac disease. 

[This paper and that of Ureles and Murray (see 
Abstract 1229) both report interesting attempts at the 
evolution of a radioactive isotope test of thyroid function 
which can be carried out in vitro without exposing the 
patient to any ionizing radiation. Neither seems suit- 
able for routine use yet, nor can either supersede the 
131] thyroid uptake tests.] K. E. Halnan 


1231. Use of the TSH Test in the Diagnosis of Thyroid 
Disorders 

W. M. Jerreries, R. P. Levy, and J. P. STORAASLI. 
Radiology [Radiology] 73, 341-344, Sept., 1959. 1 fig., 
4 refs. 


From the Western Reserve University School of Medi- 
cine and University Hospitals of Cleveland, Ohio, the 
authors review the use of their “‘T.S.H. test” (New 
Engl. J. Med., 1953, 249, 876; Abstr. Wild Med., 1954, 
15, 509) in the diagnosis of thyroid diseases. The 
technique of the test is simple. An oral dose of 8 pc. 
of 131] is given and a 3-hour thyroid uptake measurement 
made, followed immediately by an intramuscular injec- 
tion of 5 units of thyroid stimulating hormone (T.S.H.). 
After 24 hours thyroid radioactivity is again measured, 
followed by an oral dose of 24 yc. of 131I and a further 
3-hour thyroid uptake measurement. The serum pro- 
tein-bound iodine (P.B.I.) level is also estimated chemi- 
cally before and again 24 hours after the injection of 
T.S.H. 
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The mean values, with standard deviations, obtained 
from normal subjects are given and show highly signifi- 
cant increases both in 131] uptake by the thyroid and 
in serum P.B.I. concentration after T.S.H. The results 
obtained in typical cases of thyroid disorder are then 
outlined to show the value of the test in differentiating 
between primary hypothyroidism (with no response to 
T.S.H.) and hypothyroidism secondary to panhypo- 
pituitarism (with a good response to T.S.H.). The 
T.S.H. test can also help to confirm the diagnosis of 
primary hypothyroidism when this is doubtful, even if 
the patient is already being given thyroid hormone, since 
there will still be a response to T.S.H. if the gland is 
normal. It is also suggested that there is an abnormal 
response to T.S.H. in some cases of non-toxic goitre. 
Possible sources of error and side-effects of T.S.H. 
administration are described. K. E. Halnan 


DIABETES MELLITUS 


1232. Tolbutamide Control of Diabetes Mellitus: Selec- 
tion of Patients and Persistence of Response 

G. F. Jopuin, R. FRAser, and J. VALLANCE-OwEN. 
Lancet [Lancet] 2, 582-584, Oct. 17, 1959. 3 figs., 4 refs. 


This paper from the Postgraduate Medical School of 
London describes an out-patient trial procedure for 
selecting diabetics suitable for control by tolbutamide. 
The patients chosen for trial were mild diabetics without 
known ketosis, free of chronic infection, needing less 
than 40 units of insulin, and uncontrollable by diet alone. 
Patients previously taking insulin recorded the results 
of testing by the acetest” and “ clinitest methods 
(for ketones and sugar) the urine passed before break- 
fast, lunch, and supper. Withdrawal of insulin for 48 
hours before a clinic visit identified most of the poten- 
tially ketotic cases: these were at once returned to in- 
sulin treatment. The rest were then given placebo tab- 
lets for a fortnight because patients taking tablets and 
testing their urine thrice daily pay stricter attention to 
diet, leading to an improvement which might be ascribed 
falsely to tolbutamide. Those patients who showed no 
such improvement were then treated alternately with 
placebo and tolbutamide tablets for at least four 2-week 
periods. Tolbutamide was given in a standard dosage of 
0:5 g. 4 times daily. From the response the patients 
could be classified into four groups: (1) good respon- 
ders, with a mean urinary sugar content below 0-25°% and 
a fasting blood sugar level of less than 150 mg. per 100 
ml.; (2) fair responders, who were better controlled on 
tolbutamide than on placebo tablets, but did not fulfil 
the criteria for Group 1; (3) non-responders, who did 
not respond to tolbutamide but never became ketotic; 
and (4) ketotics: these always proved to be non- 
responders. 

Out of the total of 58 patients under trial, 15 proved 
to be controllable by diet alone in the placebo phase and 
another 5 developed ketosis during one period or another. 
Of the 38 remaining, 24 showed a good response to tol- 
butamide, 9 a fair response, and 5 no response. In 4 
follow-up of about a-year the response was maintained 
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in 21 out of the 24 good responders. It is recommended 
that tolbutamide should be given to good responders 
but not to fair responders. Though the latter may be 
slightly improved by tolbutamide, they require insulin. 
Ketosis is a clear contraindication to tolbutamide. 

K. O. Black 


1233. Tolbutamide Control of Diabetes Mellitus: Clini- 
cal Responsiveness and Insulin Reserve 

J. VALLANCE-OwWEN, G. F. JopLin, and R. FRASER. 
Lancet [Lancet] 2, 584-586, Oct. 17, 1959. 3 figs., 
19 refs. 


Acute tolbutamide tests were performed on many of the 
patients included in the clinical trial previously described 
[see Abstract 1232]. After an overnight fast their blood 
sugar level and plasma insulin activity were estimated 
before and 24 hours after a dose of 2 g. of tolbutamide 
bymouth. The results of these tests agreed well with the 
clinical response, but gave a poor prediction of the long- 
term response. They were of interest, however, in that 
an increase in plasma insulin activity occurred whenever 
the drug caused more than a minimal fall in blood sugar 
level. These results support the view that the sulphonyl- 
ureas reduce the blood sugar level by stimulating endo- 
genous insulin production. 

The tests were carried out on 5 normal subjects and 
22 patients with mild diabetes. The plasma insulin 
activity rose after tolbutamide in the normal subjects 
as well as in the clinically responsive diabetics, but not 
in the clinically unresponsive diabetics. K. O. Black 


1234. The Clinical Response and the Amount of Insulin 
Extractable from the Pancreas in Diabetic Patients 
Treated with Oral Hypoglycaemic Drugs 

A. Bococu, T. W. Davis, E. Jow, and G. A. WRENSHALL. 
Canadian Medical Association Journal [Canad. med- Ass. 
J.) 81, 347-356, Sept. 1, 1959. 8 figs., 12 refs. 


The clinical response and the amount of extractable 
insulin in the pancreas were studied in 5 elderly male 
patients with late onset of diabetes who were treated at 
Shaughnessy Hospital, Vancouver, by dietary restriction 
and administration of insulin and, later, with hypo- 
glycaemic drugs by mouth. At. necropsy in each case 
the pancreas was removed and weighed and the insulin 
was later extracted by an ethanol—hydrochloric acid 
method and assayed by a mouse-convulsion technique. 

In 2 cases in which there was a poor response to the 
oral hypoglycaemic drugs the pancreas weighed 109 g. 
and 57-8 g. and the extractable insulin was 28 units and 
nil respectively. The average extractable insulin in the 
pancreas of non-diabetic adult males was 216 units. In 
2 cases in which the blood sugar level fell while tol- 
butamide was administered the pancreatic weights were 
106-2 g. and 54-2 g. and the extractable insulin 74 units 
and 51 units respectively. The weight of the pancreas 
in the remaining case was 90 g. and the extractable 
insulin was 216 units; in this case there was relative 
insensitivity to insulin, an increase in the dose from 40 to 
110 units having had little effect on the blood sugar level. 
Nevertheless there was a fair control of the blood sugar 
level when carbutamide was given, although the response 
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to tolbutamide was not sustained. It is considered that 
this patient had a form of insulin resistance in which 
much of the endogenous and administered insulin was 
not utilized normally. Charles Rolland 


1235. Phenethylbiguanide, a New Orally Given Hypo- 
glycemic Agent: Report after Two Years of Clinical 
Experience 


J. POMERANZE, G. T. Mouratorr, R. J. GapeK, and 
E. J. Kinc. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 171, 252-258, Sept. 19, 1959. 
3 figs., 16 refs. 


During the past 2 years the authors have used phen- 
ethyldiguanide (DBI), alone or together with insulin, in 
the treatment of 206 diabetic patients. The dose varied 
between 50 mg. and 200 mg. daily. In 53 cases DBI 
was discontinued because of gastro-intestinal side- 
effects. Altogether 110 patients (62°%), all but 3 being 
adults, were successfully treated with DBI alone. Of 
17 young patients with labile diabetes, none responded 
to DBI alone, but in 10 cases the addition of the drug 
has permitted a 50% reduction in insulin dosage. 
Clinical and biochemical observations made on the 
patients showed that DBI had no toxic effects on the 
blood, kidneys, or liver. A. I. Suchett-Kaye 


1236. Further Experience with Oral Therapy in Diabetes 
K. L. GRANVILLE-GROSSMAN, S. CRAWFURD, M. F. 
CROWLEY, and A. BLoom. British Medical Journal (Brit. 
med. J.| 2, 841-847, Oct. 31, 1959. 9 figs., 24 refs. 


Experience with two sulphonylureas, metahexamide 
and chlorpropamide, and with dimethyldiguanide, a 
diguanide compound, in the treatment of diabetes is 
reported from the Whittington Hospital, London. In 
the patients selected for the trials the diabetes was not 
severe and there was no tendency to ketonuria and no 
obesity, but dietary restriction alone had failed to control 

Metahexamide was given to 30 patients in a daily 
dosage of 300 mg., this being reduced to 200 or 100 mg. 
if satisfactory control was achieved. Successful results 
with this dosage were obtained in 20 of the 30 patients. 
The half-life of the drug in the serum was about 26 hours 
in diabetics compared with 10 hours in healthy subjects. 
However, with a fixed daily dosage constant blood sugar 
levels were reached after 3 days. There were no un- 
desirable side-effects, but the authors report that in one 
patient given metahexamide subsequent to this trial 
jaundice developed. 

Diabetes was successfully controlled by administration 
of chlorpropamide in 50 out of 70 patients, the dosage 
being 500 mg. daily, reduced to 200 mg. daily. During 
the first week of treatment a generalized rash developed 
in 2 patients, but this faded when the drug was withdrawn, 
Treatment with chlorpropamide was continued for 6 
weeks. About half of the 50 patients relapsed during 
the 7 months following this 6-week course, but the re- 
mainder were well controlled on a carbohydrate intake 
which had previously failed to control the diabetes. 
There was improvement in the response to glucose 
tolerance tests, although the curves were still abnormal. 
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Dimethyldiguanide was given to 8 diabetics in a dosage 
of 3 g. daily, reduced to 1 or 2 g. daily if a satisfactory 
response was obtained. Although there was a satis- 
factory reduction in hyperglycaemia and glycosuria in 7 
of the patients, treatment had to be discontinued in 3 
and the dosage reduced in 2 because of nausea, vomiting, 
or diarrhoea. 

The authors state that if one of these three drugs failed 
to control the biochemical disorder another was often 
effective. Of 6 patients who did not respond to either 
chlorpropamide or metahexamide, 3 responded to a com- 
bination of one of these with phenethyldiguanide. In 
their view chlorpropamide is effective in a higher propor- 
tion of apparently suitable diabetics than is tolbutamide, 
but intolerance may be more common. The only ad- 
vantage of metahexamide over tolbutamide would appear 
to be its longer duration of action. Although dimethyl- 
diguanide is a more effective hypoglycaemic agent than 
the sulphonylureas, it is not well tolerated. 

H.-J. B. Galbraith 


1237. Chlorpropamide in the Treatment of Diabetes 
Mellitus. 

D. Jackson and W. Oakey. Lancet [Lancet] 2, 752- 
754, Nov. 7, 1959. 1 fig., 9 refs. 


Chlorpropamide was tried in the treatment of 126 


diabetic patients at King’s College Hospital, London, 
about half of whom had previously relapsed or failed to 
respond to tolbutamide. All the patients were receiving 
an unweighed diet with a carbohydrate allowance of 90 
to 200 g. a day. Chlorpropamide was given in a daily 
dosage of 250 or 375 mg., this being reduced later if 
necessary. The patients were seen 7, 14, and 30 days 
after starting treatment, and on each occasion the con- 
centrations of sugar in the blood and urine were estim- 
ated. Toxic effects developed in only 5 of the patients— 
2 with a previous history of depressive psychosis became 
depressed but recovered quickly when the drug was with- 
drawn, in 2 others a generalized rash developed, and one 
complained of nausea and abdominal pain. In 15 
patients there were hypoglycaemic symptoms, but these 
were easily controlled by immediate administration of 
carbohydrate. 

The response to chlorpropamide was considered to be 
satisfactory in 89 of the 126 patients. Of the remaining 
37, 6 did not receive more than 250 mg. a day and 7 
received 200 mg. a day or less initially. A relapse 
occurred after an initial good response to the drug in 
only 5 patients; of these, 2 were young ketotic diabetics 
and 3 had diabetes complicated by other conditions. In 
5 cases of steroid-induced diabetes there was reversion 
to normal carbohydrate tolerance within 7 days of ad- 
ministration of chlorpropamide and in one case the dia- 
betes was successfully controlled with the drug, although 
previously a daily dose of 60 units of protamine zinc 
insulin had been necessary. 

The authors conclude that chlorpropamide is the most 
effective sulphonylurea at present available and that the 
incidence of side-effects is low when the maximum daily 
dose is 373 mg. They recommend that insulin should 
be replaced gradually by chlorpropamide rather than 
stopped abruptly. Charles Rolland 


1238. Vascular Disease in Juvenile Diabetic Patients of 
Long Duration. A Preliminary Report 

E. Downie and F, I. R. MARTIN. Diabetes [Diabetes] 8, 
383-387, Sept.—Oct., 1959. 8 refs. 


The view was widely held that strict diabetic control 
prevents or delays the onset of vascular changes in dia- 
betic patients. Recently, however, there has been some 
contrary evidence which suggests that the vascular 
changes seen in patients inadequately controlled by con- 
ventional standards do not differ significantly from those 
found in patients considered to have been well controlled, 
The present authors, working at the Alfred Hospital, 
Melbourne, have investigated a group of 47 patients 
with juvenile diabetes of long duration in an attempt to 
determine whether any other factors might be responsible 
for premature vascular change. 

All the patients had developed diabetes before the 
age of 21 and had had the disease for more than 20 
years. They were studied for evidence of vascular 
change and an attempt was made to relate its occur- 
rence to the degree of control achieved. Assessment 
included full clinical examination with electrocardio- 
graphy, retinoscopy, and oscillometry of the legs. 
Laboratory investigations included urine examination, 
biochemical estimation (in 16 cases) and electrophoretic 
studies (in most cases) of the serum lipids, and deter- 
mination of insulin inhibitors in the serum (in 22 cases). 
Diabetic control was difficult to assess, but was described 
as “* good”, “ fair”, or “ poor’. Good control implied 
a cooperative patient attending a clinic regularly and 
having only occasional ketosis from causes outside his 
control, such as an incidental infection; fair control 
indicated the occasional occurrence of unnecessary 
bouts of ketosis with glycosuria and hyperglycaemia; 
and poor control indicated lack of cooperation in diet, 
with frequent hyperglycaemia and glycosuria. The 
vascular status was also difficult to assess and was also 
described as “ good”, “ fair”, or “‘ poor” according to 
defined criteria based on the number and degree of the 
cardiovascular, fundal, and renal abnormalities which 
were present. 

The authors were unable to find any direct correlation 
between the presence and severity of vascular disease 
and quality of control, duration of diabetes, or insulin 
dosage. They did find, however, that insulin inhibitory 
substances were present in the plasma of 12 patients with 
vascular change and absent from the plasma of 8 patients 
with no vascular change. They also found that in 
patients with obvious vascular damage the serum levels 
of 8 lipoprotein, cholesterol, fatty acids, and total lipids 
were increased. 

In discussing their findings the authors point out that 
these provide no support for the view that the degree of 
control of diabetes has any influence on the presence of 
absence of vascular lesions and suggest that there must 
be other, unknown, factors which are responsible for the 
vascular change. Further studies are required to deter- 
mine whether there is any definite relationship between 
insulin inhibitory substances and vascular disease, and 
such studies are at present being carried out. 

John Lister 
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The Rheumatic Diseases 


1239. Serum Complement, Rheumatoid Factor, and 
Other Serum Proteins in Rheumatoid Disease and Systemic 
Lupus Erythematosus 
H. A. and D. 
Rheumatic Diseases [Ann. rheum. Dis.] 18, 215-224, 
Sept. [received Nov.], 1959. 2 figs., 35 refs. 


The authors, working at the University of Birmingham 
and the Queen Elizabeth Hospital, Birmingham, studied 
the serum levels of complement, y globulin, and rheu- 
matoid factor in rheumatoid arthritis, systemic lupus 
erythematosus, and certain other collagen diseases. 
Serum complement was measured in a standardized 
haemolytic system and in addition the first component 
of complement (C;!) was measured by means of a gel- 
diffusion technique using rabbit anti-human complement 
serum. The anticomplementary activity of heat-in- 
activated serum was also determined. 

In 78 patients with definite rheumatoid arthritis the 
average serum complement level was significantly 
increased at 1-72 unit per ml. (S.D. 0-32) compared with 
1-43 unit per ml. (S.D. 0-27) in a control group of 143 
subjects. However, in most of the patients the value was 
within the normal range. The serum C;! level was also 
significantly raised. In the only patient with a significant 
reduction of the serum complement level the C;! level 
was normal and the low level of complement could be 
attributed to the marked anticomplementary activity of 
the serum. The serum complement level tended to be 
less elevated in the later stages of the disease. The 
serum y-globulin level was increased in 67% of 58 of the 
cases of rheumatoid arthritis. It tended to be more 
elevated in the later stages of the disease. The sensitized 
sheep-cell agglutination reaction was positive in 64% 
of all cases, but in only 2 out of 12 early cases (16-79%). 
The precipitin test for rheumatoid factor gave a positive 
result in 53-9°% of cases. 

Of the 18 patients with systemic lupus erythematosus 
studied, 3 were in remission. In all the 15 patients with 
active disease the serum complement level was below the 
normal average, the mean being 0-56 unit per ml. Al- 
though 9 of the sera were anticomplementary, the C;! 
level was reduced in 5 of the 6 cases in which it was 
measured and the low serum complement level could 
not be attributed to anticomplementary activity. The 
y-globulin level was almost invariably raised. In one 
case clinical improvement during treatment with cortisone 
en by a rise in the serum complement 


High serum complement values were found in 2 
patients with Still’s disease and normal values in 3 cases 
of scleroderma and one case of dermatomyositis. Nor- 
mal to high values occurred in 3 cases of periarteritis 
nodosa; in a fourth case the low serum complement 
level was due to the presence of an anticomplementary 
cryoglobulin. 


Fewix-Davies. Annals of the 


The authors conclude that the finding of a low serum 
complement level supports the diagnosis of systemic 
lupus erythematosus, but is not pathognomonic. They 
attribute the increased serum complement level in rheu- 
matoid arthritis to the non-specific effect of inflammation, 
and regard the low serum complement level in systemic 
lupus erythematosus as due to complement-fixing anti- 
gen-antibody reactions occurring in vivo. 

G. L. Asherson 


1240. Blood Groups in Acute Rheumatism 
G. J. Appts. Scottish Medical Journal (Scot. med. J.] 
4, 547-548, Nov., 1959. 7 refs. 


The known facts concerning the aetiology of acute 
rheumatism suggest the existence of an inherited factor 
influencing the immunological behaviour of the host. 
A survey of patients with rheumatic heart disease indicates 
that the ABO blood group system does not contain this 
hypothetical factor.—[Author’s summary.] 


1241. The Paradox of the Antibody Response to Strepto- 
dornase: the Usefulness of Antidesoxyribonuclease B as 
an Indication of Streptococcal Infection in Patients with 
Acute Rheumatic Fever 

L. W. WANNAMAKER. American Journal of Medicine 
[Amer. J. Med.] 27, 567-574, Oct., 1959. 8 figs., 10 refs. 


Tests for neutralizing antibody to deoxyribonucleases 
have been considered a poor index of preceding strepto- 
coccal infection in patients with rheumatic fever. The 
author of this report from the Rockefeller Institute, 
New York, has previously observed that three sero- 
logically distinct deoxyribonucleases (A, B, and C) are 
produced by Group-A streptococci. He now shows 
that antibody te deoxyribonuclease B occurs regularly 
following streptuco« zal infection, but rarely to A and C. 
Previous antibody studies for streptococcal deoxyribo- 
nuclease employed a strain of Group-A streptococci 
which produced primarily deoxyribonuclease A. 

The serum antibody titres to streptococcal deoxyribo- 
nucleases A, B, and C were compared in 41 patients 
with acute rheumatic fever, 50 control subjects, and 57 
patients with untreated Group-A streptococcal infection. 
The test depends on the inhibition of enzyme activity 
(from streptococci known to produce deoxyribonuclease 
A, B, or C) by dilutions of active sera, as shown by the 
formation of a fibrous precipitate produced by the action 
of alcohol on a solution of deoxyribonucleate. In addi- 
tion comparisons were made between the frequency and 
magnitude of the antideoxyribonuclease response and 
the anti-streptolysin-O titres. The author considers 
that the antideoxyribonuclease-B test appears to be 
slightly more sensitive than the antistreptolysin-O test 
and that the former is particularly useful in patients 
with rheumatic fever who present with low or border- 
line antistreptolysin-O titres. D. M. Weir 
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1242. Non-specific Arthritis in Children: a Review of 
105 Cases, 1931 to 1958 

P. KupELKA. Medical Journal of Australia [Med. J. 
Aust.} 2, 508-511, Oct. 10, 1959. 5 refs. 


In an attempt to determine whether non-specific arth- 
ritis is a disease entity or merely a classification for mild 
or atypical forms of recognized joint diseases, 105 con- 
secutive cases admitted to the Royal Children’s Hospital, 
Mount Eliza, Victoria, Australia, between 1931 and 1958 
were reviewed and the present state of health of all the 
patients who could be traced (58) was assessed. The 
diagnosis was based essentially on the elimination of 
recognized causes of arthritis, but the author considers 
that there was a characteristic pattern in the series which 
justified their preliminary classification under one head- 
ing. Of the 105 patients, 46 were males and 64 females, 
and their ages ranged from 2 to 14 years. The weight- 
bearing joints were chiefly affected, and in most cases 
the condition was monarticular. The onset was usually 
insidious, the symptoms commonly being loss of function, 
swelling, and pain or discomfort in the joint. General 
health was usually good and loss of weight was not a 
feature. A number of investigations were carried out, 
but only the erythrocyte sedimentation rate (E.S.R.) and 
the radiological appearances were found to be of any real 
value. The author states that no specific treatment is 
known and the general principles adopted were prolonged 
immobilization until the E.S.R. and x-ray findings sug- 
gested quiescence. Most of the patients remained in 
hospital for 3 to 6 months, but 20°% remained for a year 
ormore. Of the 58 followed up, one died from a cerebral 
tumour 12 years after discharge; the remaining 57 were 
well, and there was no tendency for symptoms to recur 
even after many years. 

It is concluded that non-specific arthritis is a subacute, 
predominantly monarticular panarthritis of obscure 
aetiology, but may have an association with infection. 
In general the condition carries a good prognosis. 

J. M. Smellie 


1243. Rheumatism and Psoriasis. A Re-evaluation 
V. WriGut. American Journal of Medicine [Amer. J. 
Med.) 27, 454-462, Sept., 1959. 5 figs., 45 refs. 


This paper from the General Infirmary at Leeds 
reviews the problem of the association of rheumatism 
and psoriasis with reference to a study of 154 patients 
with psoriasis and various rheumatic complaints. There 
were no unusual features in either the skin or the rheu- 
matic condition in 23 cases of osteoarthritis, 2 of gout, 
2 of rheumatic fever, and 9 of muscular rheumatism so 
that in these the association appeared to be quite for- 
tuitous. The remaining 118 had psoriasis associated 
with erosive arthritis; 95 of these were compared with 
patients suffering from uncomplicated rheumatoid arth- 
ritis paired for sex, age of onset, and duration, and 85 
with patients suffering from psoriasis alone, again paired 
for sex, age, and duration of disease. 

These 118 patients fell into three distinct groups: 
(1) 22 with arthritis involving primarily the distal inter- 


phalangeal joints and associated with nail changes; 
(2) 10 with severe deforming arthritis, of whom 4 had 
typical arthritis mutilans; and (3) 86 patients with an 
arthritis indistinguishable clinically from rheumatoid 
arthritis. In no case in Groups 1 and 2 was a positive 
reaction to the sheep cell agglutination test obtained, 
whereas 20 patients in Group 3 gave a positive reaction 
and therefore were considered to be suffering from 
rheumatoid arthritis. The only nodules seen were found 
among them. 

On the basis of the negative agglutination reaction as 
well as the clinical features of arthritis the author sug- 
gests that psoriatic arthritis is an entity which may be of 
any of the three types described, and also that psoriasis 
and typical rheumatoid arthritis may both occur in the 
same patient. B. M. Ansell 


1244. Vertebral Pain of Psychosomatic Origin. (Les 
algies vertébrales psychosomatiques) 

F. LayaAni, L. Durupt, and J. FArGe. Semaine des 
hépitaux de Paris [Sem. Hép. Paris| 35, 2688-2694, Oct. 
12, 1959. 21 refs. 


Psychosomatic rheumatism is defined as “ painful 
manifestations resembling rheumatism but without 
detectable lesions, occurring in circumstances where 
deliberate simulation can be discounted as impossible ”. 
Such manifestations may have been initiated in some cases 
by an organic disorder, usually slight. The symptoms 
persist, frequently with increased intensity, and even- 
tually the condition becomes chronic. In such cases a 
psychosomatic disorder may be diagnosed provided a 
precise relation between the painful manifestation and a 
conflictional situation can be established or a psycho- 
neurotic constitution detected. In the present paper, 
which is concerned only with psychosomatic conditions 
causing vertebral pain, the authors attempt to determine 
their frequency and to define their specific character- 
istics and those of the psychical disorders which accom- 
pany them and which determine their treatment. Their 
purpose is to draw the attention of rheumatologists 
towards this subject, the importance of which is, in their 
opinion, not sufficiently recognized. This may lead to 
two mistakes, both of which may have grave consequences 
—either the diagnosis of “‘ functional trouble ’’ where 
there is none or the application of prolonged anti- 
rheumatic treatment in cases in which the trouble is 
really functional, thus making the psychosomatic 
condition more or less permanent and more difficult 
to cure. 

Psychosomatic disorders seem to account for 10 to 20% 
of patients suffering from lumbar or diffuse vertebral 
pain. At first the case may appear to be one of perfectly 
straightforward organic disease, particularly if the con- 
dition has developed upon the basis of previous slight 
trauma. Careful questioning and examination, however, 
will bring to light an abnormal and puzzling evolution, 
with ineffectiveness of analgesics and other medical or 
physical treatment and persistence of pain, sometimes 
for years. If radiological examination is negative the 
psychosomatic nature of the complaint may safely be 
assumed and psychiatric investigation initiated. The 
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majority of cases, however, are frankly psychosomatic 
from the start, presenting no organic signs whatsoever 
or signs unrelated or out of proportion to the subjective 
complaints. Cases of pain in the cervical region are 
described in which minor trauma associated with intense 
emotion provoked a psychosomatic condition. The 
psychogenic factor ranges from psychosis (which is rare) 
or psychoneurosis to minor disorders of personality. A 
depressive condition or a hyperemotional, anxious. or 
hysterical constitution may be responsible, as may lack 
of affection in childhood and similar infantile psychical 
trauma. 

Treatment should consist not only in reassuring the 
patient, but also in deviating his attention by verbal 
suggestion away from the painful to other emotional 
“refuges ’’. Hormones, especially in male subjects, may 
be helpful in carefully selected cases. In cases of psycho- 
somatic pain in the cervical region mild shock therapy 
by touching the spheno-palatine ganglion with Bonain’s 
solution [containing equal parts of cocaine, phenol, and 
menthol] may be helpful. In many instances it gives 
immediate complete freedom from pain and restores nor- 
mal active and passive movements. As the effect is in 
most cases transitory the treatment must be followed up 
immediately by psychotherapeutic measures. 

Robert E. Lister 


1245. Controlled Trial of G27 202 (p-Hydroxyphenyl- 
butazone) in Rheumatoid Arthritis 

N. Carpoe. Annals of the Rheumatic Diseases [Ann. 
theum. Dis.) 18, 244-248, Sept. [received Nov.], 1959. 
6 refs. 


The author (at the Middlesex Hospital, London) con- 
ducted a double-blind controlled therapeutic trial of 
G27 202 (p-hydroxyphenylbutazone) in rheumatoid arth- 
ritis, 15 patients selected at random receiving the test 
drug (200 mg. twice daily) and another 15 inert tablets. 
No significant toxic effects were seen. G27 202 was 
superior in its effect on strength of grip, morning stiffness, 
pain, tenderness and swelling, but was no better than the 
inert tablets in its effect on haemoglobin concentration, 
erythrocyte sedimentation rate, or leucocyte count. All 
but one of the patients taking inert tablets had to resort 
to aspirin for relief of pain, compared with only 4 of 
those taking G27 202. Allan St. J. Dixon 


1246. An Appraisal of Phenylbutazone Suppositories 
C. F. HAwkins and H. T. Fawns. British Medical 
Journal (Brit. med. J.] 2, 740-742, Oct. 17, 1959. 2 figs., 


24 refs. 


Phenylbutazone in suppository form was given to 19 
Patients with rheumatoid arthritis, 2 with ankylosing 
spondylitis, and 5 with osteoarthritis. All except 2 of 
the patients suffered from dyspepsia, which was due to 
Peptic ulcer in 14, to hiatus hernia in 2, and to oral 
phenylbutazone therapy in 5; in 3 the cause was not 

wn. 

A suppository containing 250 mg. of phenylbutazone 
was inserted into the rectum each night; in some 
cases two were given in the 24 hours. In order to 
assess the absorption of the drug from the rectal mucosa 
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the serum phenylbutazone level was determined, ’a 
modification of Pulver’s method (Schweiz. med. Wschr., 
1950, 80, 308) being used. With a dosage of one sup- 
pository daily the serum phenylbutazone level was 
above 8 mg. per 100 ml. in 12 of the 26 patients and 
above 4-6 mg. per 100 ml. in 10, most of whom had satis- 
factory relief of pain. With a dosage of two supposi- 
tories daily the serum phenylbutazone level increased to 
a more effective therapeutic range. In 4 patients the 
blood level was low—between 1 and 5 mg. per 100 ml.— 
with a dosage of one suppository daily, but in 2 of these 
a satisfactorily level was achieved when the dose was 
increased to 2 suppositories daily. The suppositories 
were given for less than 6 months to 8 patients, one year 
or longer to 6, and 6 months or longer to 12. Phenyl- 
butazone dyspepsia disappeared when suppositories 
were substituted for tablets and none of the patients with 
peptic ulcer experienced an exacerbation of symptom. 

C. E. Quin 


1247. A Comparison of Prednisolone with Aspirin or 
Other Analgesics in the Treatment of Rheumatoid Arth- 
ritis 

REPORT BY THE JOINT COMMITTEE OF THE MEDICAL 
RESEARCH COUNCIL AND NUFFIELD FOUNDATION ON 
CLINICAL TRIALS OF CORTISONE, ACTH, AND OTHER 
THERAPEUTIC MEASURES IN CHRONIC RHEUMATIC DI- 
SEASES. Annals of the Rheumatic Diseases [Ann. rheum. 
Dis.] 18, 173-186, Sept. [received Nov.], 1959. 21 refs. 


A controlled comparative study of the efficacy of 
prednisolone and of aspirin or other drugs in the treat- 
ment of 77 patients with rheumatoid arthritis of less than 
2 years’ duration is reported. Treatment was given for 
a period of 2 years, 41 patients receiving prednisolone in 
a dosage of 20 mg. daily initially, reduced to an average 
of 10 mg. daily, and 36 receiving 6 g. of aspirin daily or 
400 mg. of phenylbutazone daily. 

In the group given prednisolone there was significantly 
better progress throughout in terms of disease activity, 
functional capacity, joint pain and swelling, strength of 
grip, body weight, erythrocyte sedimentation rate, and 
haemoglobin value, than in the group given analgesics. 
Deterioration in the radiological appearances of the 
hands and feet was noted in both groups, but was signifi- 
cantly more marked in patients given analgesics alone. 
The proportions of patients in each group giving positive 
and negative reactions to sheep-cell agglutination tests 
changed little over the 2 years, but patients treated with 
prednisolone who gave a positive reaction showed a rise 
in titre after two years. : 

Dyspepsia occurred in about a quarter of the patients 
in each treatment group. In the group given predni- 
solone haemorrhage from peptic ulceration occurred in 
2 patients, both of whom were subsequently subjected 
to gastrectomy, one patient had dyspepsia from gastric 
ulcer, and 3 more showed radiological evidence of ulcer 
at the end of 2 years. In contrast, none of the patients 
receiving analgesics alone had evidence of ulcer. Psycho- 
sis developed in 2 patients receiving prednisolone, 
although this was transient in one. In none was there 
radiological evidence of spinal osteoporosis. The serious 
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complications of prednisolone treatment were all associ- 
ated with a dosage of 20 mg. daily; it is considered that 
the highest safe dose is 10 mg. daily. J. A. Cosh 


1248. The Effect of Amodiaquin (Camoquin) on the 
Course of Rheumatoid Arthritis 


H. Pomeroy, C. WARREN, D. MILLs, and G. M. CLARK. 
Arthritis and Rheumatism [Arthr. and Rheum.] 2, 396-402, 
Oct., 1959. 1 fig., 5 refs. 


The value of the antimalarial compound amodiaquin 
(“ camoquin ”’) in the treatment of chronic rheumatoid 
arthritis was investigated at the Shelby County Hospital, 
Memphis, Tennessee, on 7 elderly patients of an average 
age of 72 years who had suffered from arthritis for 
periods ranging from 10 to 55 years. Four 50-mg. 
tablets of amodiaquin or similar tablets of a placebo 
were administered daily, the double-blind technique 
being employed. Each week the observers measured 
Lansbury’s “ systemic index” for rheumatoid arthritis, 
based on duration of morning stiffness, time of onset of 
fatigue, grip strength, and rapidity of the erythrocyte 
sedimentation rate; in addition a note was made of 
the amount of aspirin consumed. 

The final assessment, which was made at the end of 12 
weeks, showed that amodiaquin therapy had produced 
a significant and prolonged effect upon the Lansbury 
index. Apparently the drug had produced moderate 
suppression of inflammation, while at the same time 
subjective improvement was also recorded. 

With reference to the possible side-effects of the drug 
the authors report that nausea and vomiting developed 
in 3 out of 32 patients attending the out-patient clinic 
of the hospital for amodiaquin therapy, while a patient 
with a history of cholelithiasis began to show signs of 
jaundice during the 16th week of therapy and eventually 
died in hepatic coma. Another patient recovered com- 
pletely after an illness which resembled afebrile infective 
hepatitis. A. Garland 


1249. A 15 Month Controlled Study of the Effects of 
Amodiaquin (Camoquin) in Rheumatoid Arthritis 

C. R. Beprer, H. N. Barer, S. McCracken, C. L. 
RENTSCHLER, F. B. RoGers, and J. LANsBuRY. Arthritis 
and Rheumatism [Arthr. and Rheum.) 2, 403-413, Oct., 
1959. 3 figs., 10 refs. 


A trial by the double-blind technique of amodiaquin 
and a placebo in the treatment of 14 patients with chronic 
rheumatoid arthritis is reported from Temple University 
School of Medicine, Philadelphia. Since an initial 
dosage of amodiaquin of 400 mg. daily gave rise to toxic 
symptoms this dose was reduced to 200 mg., but a few 
patients were unable to tolerate even a dosage as low as 
70 mg. daily. Clinical assessment after 5 to 10 months 
revealed that the treatment had reduced the activity of 
the disease by about 50% and that patients who had 
formerly required an average daily dose of 7:5 mg. of 
prednisone now needed only 2 mg. Statistical evaluation 
of the combined “systemic and articular indexes” 
supplied additional evidence that a major improvement 
had taken place. Unfortunately a slow relapse occurred 
in all cases after the discontinuance of treatment. 
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The pronounced toxic symptoms mentioned above 
produced by amodiaquin in a dosage of 400 mg. daily, 
administered as a powder in capsules, included diarrhoea, 
vomiting, abdominal cramp, tremor, and mental de- 
pression, these manifestations subsiding soon after treat- 
ment was discontinued. However, tablets of the drug 
produced relatively mild disturbances. Some patients 
complained of nausea or lost weight, but leucopenia 
was not observed. One patient died of malignant 
hepatoma, which, however, could not be attributed to the 
treatment. As 3 fatal cases following amodiaquin 
therapy have been reported in the literature it is recom- 
mended that the drug should not be employed in the 
routine treatment of rheumatoid arthritis. In many 
respects the toxic effects of the drug resemble those of 
chloroquine, but there is evidence that a special associa- 
tion exists between amodiaquin therapy and hepatic 
damage, sensitization, and severe exacerbations after 
discontinuance of the drug. A. Garland 


1250. Differential Agglutination Titre (D.A.T.) in 
Juvenile Rheumatoid Arthritis 

E. G. L. Bywaters, M. E. Carter, and F. E. T. Scott. 
Annals of the Rheumatic Diseases [Ann. rheum. Dis.] 18, 
225-232, Sept. [received Nov.], 1959. 1 fig., 4 refs. 


From the M.R.C. Rheumatism Research Unit, 
Canadian Red Cross Memorial Hospital, Taplow, the 
authors report a detailed study of the Rose—Waaler 
differential sheep-cell agglutination reaction in 142 cases 
of rheumatoid arthritis affecting children under the age 
of 16. A mean number of 9-5 tests were performed on 
each patient, the average duration of follow-up being 
5-7 years. The test was made by a slight modification 
of the original method and in M.R.C. “* perspex ”’ trays. 
A differential agglutination titre (D.A.T.) of 1:16 or 
greater was regarded as positive. [The report contains 
extensive tables of analytical data which must be referred 
to for the exact details of the results.] 

From the analysis of their findings the authors reach 
a number of conclusions. The D.A.T. was positive at 
the first test in 13-49% of cases, and in 19-7%% on 2 or 
more occasions. Seropositivity was more frequent in 
those patients who were older at the time of onset. 
During the course of the disease [and presumably with 
treatment] the D.A.T. showed a tendency to become 
negative, though no strict correlation between activity of 
the disease and positivity of the reaction could be elicited. 
Of the manifestations of the disease, only the presence of 
nodules appeared to be related to a highly positive 
reaction, there being no such correlation with the occur- 
rence of rash, splenomegaly, lymphadenopathym, of 
erosions. Harry Coke 


1251. Comparison of Differential Agglutination Titre 
(D.A.T.) in Juvenile and Adult Rheumatoid Arthritis 

E. G. L. Bywaters, M. E. Carter, and F. E. T. Scott. 
Annals of the Rheumatic Diseases [Ann. rheum. Dis.) 18, 
233-238, Sept. [received Nov.], 1959. 5 figs., 7 refs. 


The results previously reported [see Abstract 1250] 
of the differential agglutination test in 142 cases of juven- 
ile rheumatoid arthritis are here compared with those 
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obtained in 140 cases of adult rheumatoid arthritis. Of 
the latter, a higher percentage (50°) gave positive reac- 
tions at the first test and there was a progressive increase 
in the frequency of higher titres with age. The incidence 
of nodules also increased with age, and their presence 
was related to a highly positive reaction. Little differ- 
ence in prognosis was found between the groups giving 
positive and negative reactions, but 88°% of the juvenile 
group improved over a 4-year period compared with 
50% of the adults. This difference may, however, be 
apparent only, the responsibilities of the adult forcing 
him to maintain functional activity as long as possible, 
whereas children tend to be put to bed at the onset of 
disease; the initial functional status of the younger 
patients would therefore be rated lower than that of the 
adults so that their improvement appeared correspond- 
ingly greater. The authors suggest that the differences, 
observed are due to age alone and do not justify the view 
that Still’s disease and rheumatoid arthritis are separate 
diseases. Harry Coke 


1252. The Influence of Chrysotherapy Followed by 
Chloroquine Therapy upon the Hemagglutination Reaction 
in Rheumatoid Arthritis. [In English] 

L. Micuotre and J. VANsLYPE. Acta rheumatologica 
Scandinavica [Acta rheum. scand.| 5, 148-156, 1959. 
14 refs. 


From the University of Louvain the authors report the 
results of the differential sheep-cell agglutination reaction 
in 65 cases of rheumatoid arthritis classified as ‘‘ definite ”’ 
according to the American Rheumatism Association 
criteria. Positive reactions (1:32 or higher) were 
obtained in 49 cases. In a control series of 62 subjects 
who showed no evidence of joint or collagen disease 4 
positive results occurred. It was found that those sero- 
Positive patients whose disease had been established 
more than one year tended to give a high titre, suggesting 
that the agglutination titre increases with time. 

The 49 seropositive patients received a weekly intra- 
venous injection of 100 mg. of aurothiopropanol sul- 
phanate for 12 weeks; no toxic effects were observed. 
After this course the agglutination reaction in 17 of these 
cases was found to be negative (titre 1:16 or less) and 
in a further 12 the titre showed some reduction. These 
changes, however, occurred very largely among those 
patients with disease of less than a year’s duration. 
The same 49 patients were then given chloroquine by 
mouth in doses of 100 to 300 mg. daily and were observed 
for 15 to 18 months. At the end of that time a further 
16 patients had become seronegative and only in 5 cases 
was the titre still unchanged. Again most of this im- 
provement occurred in those cases with disease of less 
than one year’s duration, but cases of longer standing 
now also showed some improvement. 

The authors discuss the question whether this change 
in titre (which is statistically significant) was due to the 
treatment or whether it was merely due to spontaneous 
Temission occurring in the natural course of the disease. 
They claim that the chances of obtaining a reduction in 
titre are greater with combined gold and chloroquine 
therapy than with gold alone. B. E. W. Mace 


COLLAGEN DISEASES. 


1253. Nucleoprotein-Latex Agglutination Test in Con- 
nective Tissue Diseases 

W. J. Fesset. Annals of the Rheumatic Diseases [Ann. 
rheum. Dis.| 18, 255-258, Sept. [received Nov.], 1959. 
10 refs. 


The lupus erythematosus (L.E.) factor reacts as though 
it were an antibody to certain constituents of the cell 
nucleus. The author (at the University of California 
Medical School, San Francisco) prepared nucleoprotein 
from homogenized calf thymus by washing in 0-17 M 
sodium citrate solution, extraction with 1-0 M sodium 
chloride solution, and repeated precipitation with 70°% 
ethanol. The dissolved nucleoprotein was used to 
sensitize polystyrene latex particles 0-81 4 in diameter, 
which were then incubated for 2 hours at 37°C. with 
serial dilutions of sera from patients with disseminated 
L.E., rheumatoid arthritis, and other diseases. Un- 
sensitized latex was used as a control. Positive titres 
ranging from 1:2 to 1:4,096 were encountered which 
bore no relation to the titres obtained in the FIT haemag- 
glutination test for rheumatoid arthritis. 

The positive results obtained were as follows: dissemin- 
ated L.E. (all cases), 25 out of 37; disseminated L.E., 
(cases giving positive L.E.-cell reactions only), 22 out of 
26; rheumatoid arthritis, 33 out of 150; sera giving 
a positive reaction for syphilis (which in some cases may 
have been a biological false positive reaction), 7 out of 
18. It is concluded that this test is of value in the diag- 
nosis of disseminated L.E. Allan St. J. Dixon 


1254. On False-positive Results with the p-Toluene- 
sulfonic Acid Precipitation Test for Systemic Lupus 
Erythematosus. [In English] . 

H. JULKUNEN, W. J. KAIPAINEN, and I. PALVA. Acta 
rheumatologica Scandinavica [Acta rheum. scand.| 5, 223- 
228, 1959. 3 refs. 


Some workers have found that the simple precipitation 
test for the diagnosis of systemic lupus erythematosus 
(S.L.E.) described by Jones and Thompson (J. Amer. 
med. Ass., 1958, 166, 1424; Abstr. Wid Med., 1958, 24, 
214) is unreliable for both this purpose and for the 
differentiation of S.L.E. from rheumatoid arthritis. The 
present authors have carried out this test, in which the 
reagent is a 12°% solution of p-toluene-sulphonic acid in 
glacial acetic acid, on 259 patients at the Rheumatism 
Foundation Hospital, Heinola, Finland. In all the 
patients the erythrocyte sedimentation rate (E.S.R.) was 
raised. The results of the test were positive in all 4 
patients with S.L.E., and in 8 of 15 with rheumatoid 
arthritis and a positive L.E.-cell reaction. In 15 out of 
124 patients with typical rheumatoid arthritis the test 
gave false positive results and in all 7 cases of ankylosing 
spondylitis the response was negative. False positive 
results were also obtained in 20 out of 100 fairly ill 
patients suffering from various diseases. However, the 
results were negative in 65 out of 66 healthy subjects. 

It is concluded that the findings in this investigation 
(18% false positive results in 259 cases) do not support 
the early view that the test is of value in the differential 
diagnosis of S.L.E. D. Preiskel- 
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1255. Role of Intensive Physical and Occupational 
Therapy in the Treatment of Cerebral Palsy: Testing and 
Results 

A. J. INGRAM, E. Wiruers, and E. Spettz. Archives of 
Physical Medicine and Rehabilitation [Arch. phys. Med.} 
40, 429-438, Oct., 1959. 8 figs., 6 refs. 


At the Crippled Children’s Hospital School, Memphis, 
Tennessee, the authors have attempted to solve the prob- 
lem of how to decide which children with cerebral palsy 
are most likely to profit by training by devising a satis- 
factory and objective method of testing the patients’ 
response to treatment, this being based partly on the 
developmental schedules for normal children outlined 
by Gesell and partly on the findings of other authors. 
The test measures the “ motor age” and the “ social 
age ”’ of the child at 5 different age levels up to 5 years 
and is applied after the patient has been given a vigor- 
ous programme of physiotherapy and occupational 
therapy. The full chart of the test, which is given every 
3 months, is reproduced. The authors claim that its 
great advantages are that it is completely objective and 
provides a picture of the child’s progress which can 
be rapidly read and is not cluttered up with minutiae of 
treatment. 

Of 60 children who were subjected to the test, 40 
improved with schooling and 20 did not. Of the 20 
failures it was found that 12 (20%) failed to respond 
altogether, while the other 8 made some progress and 
then ceased to improve; the reasons for the failures are 
analysed and discussed at some length. The authors 


* conclude that this test will show when it is worth while 


continuing to attempt the education of a child with 
cerebral palsy and when such an effort will be dispro- 
portionate to the probable result. W. Tegner 


1256. Evaluation of ‘‘ Equanil ’’ as Adjunct to Physical 
Therapy for Children with Severe Cerebral Palsy 

A. GELPERIN and O. Payton. Physical Therapy Review 
[Phys. Ther. Rev.] 39, 383-388, June, 1959. 13 refs. 


** Equanil ” (meprobamate) was given as an adjuvant 
to physical rehabilitation in the management of 28 
children with severe cerebral palsy at Dixon State School, 
Illinois. The children, aged 3 to 18 years, were suffering 
from athetosis or cerebral palsy and their intelligence 
level was low. Equanil was given to 14 of the children 
and a placebo to the remainder; all 28 received physio- 
therapy, which included under-water exercises and active 
and passive movements. At the end of 24 months no 
difference was observed between the two groups, so the 
dosage of equanil was increased, this treatment being 
continued for a further 64 months. Of the 14 patients 
given equanil, 11 showed improvement, although drowsi- 
ness was a problem in some of them. Improvement was 
noted in a similar number in the control group, suggest- 
ing that the intensive programme of treatment and the 


interest of all concerned in the outcome were operative 
factors in both groups. 
The authors suggest that equanil may be of value in 
the management of certain cases of cerebral palsy. 
W. Tegner 


1257. Effect of Physical Training in Vasoregulatory 
Asthenia, in Da Costa’s Syndrome, and in Neurosis without 
Heart Symptoms. [In English] 

A. HOoLMGREN, B. Jonsson, M. LevANDER, H. LINDER- 
HOLM, F. MossFeLpt, T. SsGsTRAND, and G. Str6m. 
Acta medica Scandinavica {Acta med. scand.] 165, 89-103, 
1959. 2 figs., 8 refs. 


Vasoregulatory asthenia is a functional disorder which 
is probably attributable to inadequate regulation of the 
peripheral blood flow. At Karolinska Sjukhuset and 
the Nynashamn Hospital, Stockholm, a 6-week course of 
physical training was given to 17 patients suffering from 
vasoregulatory asthenia. At the end of the course there 
was a significant improvement in working capacity of 
these patients. Breathlessness, giddiness, and palpita- 
tions were no longer experienced and the patients ceased 
to express fears about the presence of heart disease. 
Slight or moderate increases in heart volume and hae- 
moglobin concentration were observed, but no change 
was noted in the ratio between these two measurements. 

This physical training also constituted a form of group 
psychological therapy. Psychoneurotic manifestations 
were counteracted in 7 patients who had no symptoms 
which could be attributed to a cardiac or vasoregulatory 
disorder. Subjective improvement was recorded in 9 
cases of Da Costa’s syndrome in which no evidence of 
vasoregulatory asthenia had been detected. A few 
patients in this group, however, continued to experience 
anxiety and precordial pain. The resting pulse rate was 
eventually found to be reduced in all groups, the reduc- 
tion being most pronounced in patients with vasoregula- 
tory asthenia. 

At the end of the course of treatment only 3 of the 
33 patients in the series failed to show improvement and 
only one was unable to return to work. A. Garland 


1258. A Clinical and Experimental Study of the Effects 
of Exercise on Motor Weakness in Neurological Disease 
J. A. R. LENMAN. Journal of Neurology, Neurosurgery 
and Psychiatry [J. Neurol. Neurosurg. Psychiat.] 22, 182- 
194, Aug. [received Oct.], 1959. 10 figs., 21 refs. © 


Working at the Neurological Unit of the Northern 
General Hospital, Edinburgh, the author has studied the 
effects on motor weakness of isometric exercises, consist- 
ing in spring-resisted flexion or extension exercises of the 
biceps or triceps muscle carried out with the elbow flexed 
at 90 degrees. Each training session consisted of 30 
maximal isometric contractions performed at 30-second 
or one-minute intervals. Changes in muscular strength 
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were measured daily by means of a simple dynamometer 
giving direct readings, or electrically with a Wheatstone- 
bridge circuit. Electromyographic recordings of the 
action potentials of the muscles were also obtained with 
surface electrodes. A few patients were given weight- 
lifting exercises to produce fatigue, each session lasting 
up to one hour. Five different groups were tested: (1) 
6healthy subjects; (2) 6 patients with muscular disorders ; 
(3) 6 with disease of the motor neurone and one with 
syringomyelia; (4) 7 with demyelinating disease (dis- 
seminated sclerosis); and (5) 8 with miscellaneous 
diseases. 

The results, which are discussed and illustrated by 
graphs and a table, were as follows. (1) The healthy 
subjects showed a gradual increase in muscular strength; 
(2) of the 6 cases of muscular disease, 5 showed an increase 
in strength, but in 4 the author suggests that this could 
have been due to other forms of treatment or to spon- 
taneous recovery; (3) 2 of the 6 patients with motor 
neurone disease and the patient with syringomyelia 
showed significant improvement, and no adverse effects 
were observed; (4) the 7 cases of disseminated sclerosis 
showed somewhat varied results, some improving and 
some deteriorating; (5) of the 8 patients with miscel- 
laneous disorders, 7 were improved (the diagnosis varied 
from poliomyelitis to protruding cervical disk). The 
author states that in some cases the improvement could 
have been attributed to other factors than exercise and 
explains his reasons. In no case did fatigue produce any 
harmful effects and it did not seem an essential factor 
in increasing strength. In discussion it is concluded that 
as a means of increasing the strength of muscles paralysed 
by degenerative disease exercise is probably without value, 
although it may prevent weakness from disuse. It is, 
however, worth while giving active exercises to patients 
who show evidence of recovery from paralytic lesions 
since this helps to increase the rate at which recovery 
takes place. J. B. Millard 


1259. Further Studies of Brief Isometric Exercises 

W. T. Liperson and M. Maxim. Archives of Physical 
Medicine and Rehabilitation [Arch. phys. Med.| 40, 330- 
336, Aug., 1959. 5 figs., 6 refs. 


In 1953 Hettinger and Miiller (Arbeitsphysiologie, 15, 
111) made the claim that muscle hypertrophy and 
increase of strength could be obtained by very brief 
tonic exercises carried out for a few seconds once a day. 
In 1957 Rose and his colleagues (Arch. phys. Med., 38, 
157) investigated this claim and agreed that a tonic 
exercise of the quadriceps for 5 seconds a day could 
increase muscle strength to a degree comparable to that 
to be expected from the traditional De Lorme exercise. 
But they did not agree that brief isometric exercises led 
to muscle hypertrophy and found that the increase in 
strength was as pronounced in the unexercised quadriceps 
as in the exercised. 

The authors of this paper from the State of Connecti- 
cut Veterans Home and Hospital, Rocky Hill, decided 
to investigate these claims further. They exercised the 
abductor digiti minimi of the hand both isotonically and 
lsometrically in a series of 26 subjects, using an apparatus 


which is described. Group A (13 subjects) exercised the 
muscle isotonically according to De Lorme’s method, 
Group B (7 subjects) carried out the isometric exercise 
for 6 seconds once daily, and Group C (6 subjects) 
carried out the isometric exercise 20 times during each 
session. All subjects were tested before and after the 
experiment for strength, for endurance, and for amplitude 
of an electrically induced muscle twitch. In all these 
tests the subjects in Group C showed most improvement, 
those in Group B came second, and those in Group A 
showed least improvement. There was no significant 
hypertrophy in any group. 

The authors consider that they have confirmed the 
efficacy of brief isometric exercises, but claim that the 
results are better if they are repeated. They could not 
confirm the observation made by Rose of improvement 
in the strength of the unexercised contralateral muscles. 
They find that these results are not easy to explain and 
state that further research is needed. 

(The report includes brief notes on the treatment of 6 
patients suffering from:various muscular disorders by 
repeated isometric exercises.) W. Tegner 


1260. Measurement of Energy Expenditure during Am- 
bulation, with Special Reference to Evaluation of Assistive 
Devices 

G. Barp and H. J. Ratston. Archives of Physical 
Medicine and Rehabilitation (Arch. phys. Med.] 40, 415- 
420, Oct., 1959. 4 figs., 9 refs. 


In this study, reported from the University of Cali- 
fornia School of Medicine, San Francisco, the authors 
have investigated, by means of spriometry and oxygen 
consumption analysis, the energy expended by normal 
and handicapped persons during walking. This value 
can be expressed either in calories per minute per kg. 
body weight or as calories per metre walked per kg. 
body weight. 


It was found that each individual tended to adopt the, 


walking speed which was most comfortable and corres- 
ponded with minimal energy expenditure. A patient 
with an above-knee amputation used a little more energy 
than a normal person when he walked with a prosthesis, 
used still more energy when using a pylon, and more 
still when walking with forearm crutches. It was shown 
that walking with crutches required a very high expen- 
diture of energy. Tests on patients with hemiplegia 
showed that at slow speeds these patients were efficient 
as far as energy expenditure was concerned, and further 
that walking with a brace and stick reduced energy 
expenditure, whereas walking with a stick but no brace 
increased energy expenditure. The authors conclude 
that their method of estimating energy expenditure, 

which is fully described, will be of value in comparing 
one patient with another and also in assessing the energy- 
saving properties of various devices designed to help the 
handicapped. W. Tegner 


1261. Electrodiagnostic Definition of the Site and Nature 
of Peripheral Nerve Lesions 

P. BAuwens. Annals of Physical Medicine (Ann. phys. 
Med.] 5, 149-152, Feb., 1960. 2 figs., 6 refs. 
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1262. Electroencephalograms during Coma 

C. Logs, G. Rosapini, and G. F. Pocaio. Neurology 
[Neurology (Minneap.)] 9; 610-618, Sept., 1959. 9 figs., 
20 refs. 


The authors, working in the Department of Neurology 
and Psychiatry of the University of Genoa, report the 
clinical, electroencephalographic (EEG), and patho- 
logical findings in 5 patients from whom normal or near- 
normal EEG tracings were obtained during coma. In 
the first patient, who died 6 hours after a head injury 
and in whom necropsy revealed a large right-sided extra- 
dural haematoma, the EEG showed only generalized 
low-voltage fast activity. A large spongioblastoma in 
one cerebellar hemisphere was found in the second case; 
this patient’s record also showed only low-voltage fast 
activity, and some alpha rhythm at 8 to 9 c.p.s. appeared 
when the eyes were closed manually. The third patient 
died from a large pontine haemorrhage; the EEG 
showed a regular alpha rhythm at 8 to 9 c.p.s., some 
bifrontal low-voltage fast activity, and occasional brief 
generalized outbursts at 3 to4c.p.s. Photic stimulation 
produced following rhythms in this case. A pontine 
haemorrhage was also the cause of death in the fourth 
case, in which an EEG taken 2 hours after the onset of 
coma showed a stable alpha rhythm at 9 c.p.s. which 
disappeared when the eyes were open and could be 
“driven” by photic stimulation. In the final case 
necropsy revealed an “ acute necrotic encephalitis ”; 
an EEG taken on the third day of coma showed an alpha 
rhythm at 8 to 9 c.p.s. and occasional isolated theta 
(4'to 5 c.p.s.) waves. There was no reaction to visual 
Stimuli in this case. ’ 

The authors conclude that it is no longer possible to 
assume that coma is invariably accompanied in the EEG 
by diffuse slow activity. It seems that the EEG changes 
in comatose patients can have no clear-cut diagnostic or 
prognostic significance. The observed variations in the 
EEG changes seen during coma may depend upon the 
situation of.the lesions responsible for the coma, but no 
definite conclusions can be drawn from so few cases. 
However, it seems unlikely that the same nervous struc- 
tures can be concerned with the regulation of EEG 
activity and of the state of consciousness. 

John N. Walton 


1263. Bell’s Palsy 

H. L. Wituiams. A.M.A. Archives of Otolaryngology 
[A.M.A. Arch. Otolaryng.] 70, 436-443, Oct., 1959. 
32 refs. 


It is now generally accepted that Bell’s palsy, defined 
as “idiopathic facial paralysis”, is caused by vaso- 
spasm of the nutrient vessels of the nerve, with conse- 
quent anoxia and oedema. As the nerve is enclosed in 
a rigid bony canal a vicious circle is set up, the swelling 
causing pressure on the vessels which increases the anoxia 
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and produces the paralysis. The primary disorder of 
the circulation may be due to “‘ cold allergy ” in patients 
with Bell’s palsy—rabbits previously sensitized have 
been found to develop paralysis of the facial nerve after 
chilling, rabbits not so sensitized being immune. Several 
authors have reported finding necrosis of bone in the 
canal near the stylomastoid foramen which is considered 
to be of a similar ischaemic origin. — 

Clinically, the important questions are: (1) Is the lesion 
severe enough to cause complete neural degeneration? 
(2) If complete, what are the chances of complete 
recovery? (3) What is the best treatment for restoration 
of function with minimum deformity? In the majority 
of cases the paralysis clears up in 10 to 14 days. But in 
10 to 15% of cases there is some persisting deformity 
due to the paralysis, for if degeneration is complete, 
recovery can occur only by growth of axons from above, 
and by the time this has taken place there is a serious 
chance that permanent atrophic changes may have 
occurred in the muscles. It is agreed that surgical 
decompression of the nerve before secondary change 
occurs will cure the paralysis, but even the most careful 
operator cannot be certain that an accident will never 
happen and permanent damage be caused to a nerve 
which might well have recovered spontaneously. The 
author therefore advises medical treatment at first in all 
cases. Damage to the muscles has been shown to be 

. caused by the pull of the muscles on the healthy side, 
so the first thing to do is to support the paralysed muscles 
by means of a dental prosthesis with a hook in the corner 
of the mouth. No attempt at exercise should be made 
until active movements return, and then the sound side 
must be immobilized by a hand to avoid the pull. In 
the meantime galvanism is usually helpful in retarding 
atrophy and maintaining contractility of the muscles. 
Intravenous injections of procaine, antihistaminics, and 
cortisone have all been tried, but the results are incon- 
clusive. If there is no return of voluntary movement in 
2 months and reaction of degeneration is present electro- 
myographic examination should be carried out, and if 
this shows no sign of any return of function the nerve 
should be decompressed surgically. 

F. W. Watkyn-Thomas 


1264. Treatment of Disseminated Sclerosis with Adrenal 
Hormones. (Die Behandlung der Multiplen Sklerose 
mit NNR-Hormonen) 
D. Piooc, G. Bieek, and U. WenzeL. Klinische 
Wochenschrift (Klin. Wschr.| 37, 946-949, Sept. 15, 1959. 
1 fig., 19 refs. 


After a brief review of previously published accounts 
of treatment of disseminated sclerosis with ACTH and 
corticosteroids the authors describe (from the University 
Neurological Clinic, Marburg) their own results with 
steroid- therapy in 30 such patients. The method of 
treatment was one of “ stoss ” therapy, in which repeated 
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short courses of high dosage are employed. Treatment 
started with 90 mg. of prednisolone, this dose being then 
reduced by 5 mg. every other day so as to reach 60 mg. 
on the 9th day of treatment, after which it was rapidly 
tapered off, ceasing completely on the 14th day. Further 
similar courses were given with intervals of 4 to 7 days 
between them. 

The 30 cases were divided into three groups: (1) 7 
acute cases, including 4 of neuromyelitis optica; (2) 12 
cases of the chronic remitting type of disseminated 
sclerosis; and (3) 11 of the chronic progressive type. 
The over-all response to treatment ranged from 63% 
improvement in Group 1 to 35% improvement in the 
third group; the responses of individual signs and 
symptoms and of alterations in the cerebrospinal fluid 
are also analysed and tabulated. 

The authors conclude that prednisolone “ stoss.”’ 
therapy is at least as effective as other methods used in 
the treatment of disseminated sclerosis. In their experi- 
ence the best results are to be expected in patients with 
acute onset of the disease or suffering from acute relapse. 
The authors attribute the rather better response in their 
own cases compared with those reported in the literature 
to the use of higher dosage of more potent steroid 
preparations. J. B. Stanton 
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1265. Clinical and Electroencephalographic Investiga- 
tions in Myoclonic Cerebellar Dyssynergia 

A. KREINDLER, E. CRIGHEL, and I. Pomict. Journal of 
Neurology, Neurosurgery and Psychiatry [J. Neurol. 
Neurosurg. Psychiat.) 22, 232-237, Aug. [received Oct.], 
1959. 6 figs., 8 refs. 


This paper from the I. P. Pavlov Neurological Institute 
of the Rumanian Academy of Sciences, Bucharest, pre- 
sents a study of a family of one girl and 2 boys suffering 
from myoclonic cerebellar dyssynergia (as described by 
Ramsay Huntin 1921). The girl, aged 15, showed typical 
myoclonus and well-marked .cerebellar signs. The 
electroencephalogram (EEG) showed a rather polymor- 
phous background with 5-c.p.s. waves sometimes forming 
Paroxysmal discharges. The generalized paroxysm was 
characterized by outbursts of spike-and-wave or poly- 
spike-and-wave discharges. Largactil” (chlorproma- 
zine) in doses of 75 mg. daily brought about an obvious 
Clinical improvement, but the EEG became more ab- 
Normal. An injection of 0-2 g. of acetylcholine given 
intramuscularly improved the EEG. Her brother, aged 
12, showed delayed mental development but no neuro- 
logical abnormality. His EEG was abnormal, with 
atypical spike-and-wave discharges; 45 minutes after 
Teceiving 50 mg. of largactil he developed myoclonus and 
clumsiness of movement and his EEG became more 
abnormal. The other brother, aged 7, also showed 
Mental retardation and had dysmetria and intention 
tremor, chiefly on the right side. His EEG was normal 
for his age. The administration of 50 mg. of largactil 
did not alter the tracings, but produced a discharge like 
his sister’s. The father, aged 47, showed diminished 
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arm jerks, absent knee and ankle jerks, and nystagmus 
to the right. 

The authors comment on the difference in the effect 
of largactil on the sister and first brother. They suggest 
that myoclonus might be determined by a hyperexcitable 
focus at the level of the mesodiencephalic reticular forma- 
tion, discharges towards the brain cortex inducing spike- 
and-wave formations, and discharges towards the anterior 
horn cells of the cord causing clinical myoclonus. 

N. S. Alcock 


1266. Primary Intracerebral Haemorrhage: Results of 
Surgical Treatment in 244 Consecutive Cases 
W. McKissock, A. RICHARDSON, and L. WALsH. Lancet 
[Lancet] 2, 683-686, Oct. 31, 1959. 14 refs. 


Many cerebral vascular accidents other than those due 
to bleeding from intracranial aneurysms or arterio- 
venous malformations are now referred for neuro- 
surgical investigation. Thus in a series of over 2,000 
cases of spontaneous subarachnoid haemorrhage seen 
at St. George’s Hospital or Atkinson Morley’s Hospital, 
London, bleeding arose from primary rupture of a vessel 
in 179, while the authors have encountered 65 similar 
cases which were not associated with subarachnoid 
bleeding. Their experience with these 244 cases is 
reviewed. (Cases of spontaneous intracerebellar hae- 
morrhage were excluded from the series.) 

The sexes were equally affected and 91° of the patients 
were between 40 and 70 years old. Activity did not 
appear to precipitate the bleeding, but hypertension was 
known to have been present in three-fourths of the group. 
When the mode of onset was known it was sudden in 206 
patients, with loss of consciousness in over half, and 
gradual in 26, of whom the majority remained conscious. 
A severe focal neurological defect was commonly found 
(87°%%). The cerebrospinal fluid was known to contain 
blood in 179 cases and was free from blood in 48 cases, 
while in 17 doubt existed in the matter. 

Angiography was the most important method of 
investigation; it was carried out as soon as possible and 
omitted only when the patient’s condition demanded 
immediate exploratory burr openings. Of 167 patients 
so examined, the haematoma was revealed in 114; in 
60% of the cases in which angiography was negative 
haematoma was found to be present at operation or 
necropsy. The other investigation of value was parietal 
burr exploration, which revealed a haematoma in 60% 
of cases; when necessary, vaine of thin 
be augmented by air injection. 

Treatment by ventricular tapping rl was carried 


out on 9 patients, none of whom survived. Definitive 


surgery by burr-hole evacuation of the haematoma, 
craniotomy, or both was effected in 208 cases with 102 
survivals. During a follow-up period averaging 2 years 
from operation 31 of the survivors have died. Approxi- 
mately half of these had been improved by surgery and 
in half death was due to a further known cerebral vascular 
accident. Eight of the 102 survivors were lost to follow- 
up; of the remaining 63, 25 were well, 14 had minimal 
disability, and 24 moderate or severe disability. 

The factors influencing mortality are discussed. Age 
in patients under 70 is not important, but deeply placed | 


| 
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disruptive haemorrhages, even when small, are beyond 
the scope of surgery. The greater the interference with 
consciousness, the worse the prognosis. 

J. E. A. O'Connell 


1267. Aneurysms of the Vertebral Artery 

G. Pautson, B. S. NAsHOLD Jr., and G. MARGOLIS. 
Neurology (Neurology (Minneap.)| 9, 590-598, Sept., 
1959. 6 figs., 14 refs. 


From Duke University School of Medicine and the 
Veterans Administration Hospital, Durham, N. Carolina, 
5 cases of aneurysm of the vertebral artery are described. 
Operation was carried out on 3 of these patients, all of 
whom died, and 2 were studied at necropsy. The other 
2 died without operation and were also subjected to 
necropsy. The aneurysms had produced signs of a 
progressive lesion in the posterior fossa, sometimes with 
subarachnoid haemorrhage and occipital headache. 

Hugh Garland 


1268. An Arteriographic Study of Cerebrovascular 
Disease 

F. H. McDowe Lt, R. W. Scuick, W. FREDERICK, and 
H. S. DunBAR. A.M.A. Archives of Neurology [A.M.A. 


Arch. Neurol.] 1, 435-442, Oct., 1959. 5 figs., 15 refs. 


A study was undertaken at Bellevue Hospital, New 

York, to evaluate the information to be gained and the 
risk involved in intracranial arteriography in patients 
with stroke. The term “ stroke” as used here includes 
cerebral thrombosis, cerebral embolism, and intracerebral 
haemorrhage. It does not include spontaneous sub- 
arachnoid haemorrhage secondary to aneurysm, tumours, 
or arteriovenous anomalies. The number of patients 
with intracerebral haemorrhage included in the study is 
less than might be expected because many died before 
arteriography could be performed. 
._ In 69 separate episodes diagnosed clinically as 
“* stroke” occurring in 68 patients carotid angiography 
was performed. There were 34 unilateral and 35 bi- 
lateral studies. Six patients underwent vertebral angio- 
graphy as well. The arteriographic abnormalities found 
are tabulated. The artery most frequently occluded was 
the middle cerebral (18 of 68 cases, or 26-4°%) and the 
next most frequent the internal carotid (11 of 68 patients, 
or 16:0%). Intracerebral haematoma was found in 3 
cases. Angiography was not helpful in distinguishing 
intracerebral haemorrhage from cerebral thrombosis 
when this distinction could not be made on clinical 
examination. The majority (70%) of patients with 
severe neurological defects were found to have an occlu- 
sion in a major cerebral artery. 

The authors conclude that angiography is not advisable 
or helpful in diagnosis when there is an adequate history 
and the clinical findings suggest a stroke. It may be 
helpful, however, in clarifying the diagnosis when the 
history is inadequate or not available. In such cases 
arteriography may aid in eliminating the possibilities of 
subdural haematoma, intracerebral haematoma, and 
brain tumour. Carotid (or vertebral) angiography 
should not be performed on patients with cerebrovascular 
disease if they are in coma or stupor or if their clinical 
state is steadily worsening. The risk of complications 
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is least when the patient is improving or when his clinical 
state is stabilized. Complications, presumably due to 
the angiography, occurred in 14 cases in this series. 

J. MacD. Holmes 


1269. Somato-psychologic Studies in Parkinson’s Di- 
sease. I. An Investigation into the Relationship of Certain 
Disease Factors to Psychological Functions 

M. RIKLAN, H. WEINER, and L. DiLter. Journal of 
Nervous and Mental Disease {J. nerv. ment. Dis.] 129, 
263-272, Sept., 1959. Bibliography. 


At St. Barnabas Hospital, New York, the authors have 
had the opportunity to make psychological evaluations 
on several hundred patients with Parkinsonism before 
and after alleviative neurosurgery by chemopallidectomy 
or chemothalamectomy. 

A pool of 220 consecutive patients were scored for 
the following five variables: age, duration of illness, 
impairment of autonomic nervous system, muscular 
rigidity, and impairment of voluntary movement. In 
each category the 50 with the highest and the 50 with the 
lowest scores were compared in respect of a number of 
psychological functions based upon clinical interviews, 
the Wechsler—Bellevue Intelligence Scale, and the Ror- 
schach, Bender-Gestalt, and Human Figure Drawing 
tests. 

None of these tests differentiated between the groups 
of long and short duration, while age was related only to 
deficits normally incident to the ageing process. The 
high-scoring group in the various symptom categories 
on the other hand showed consistently greater intellec- 
tual, cognitive, and perceptual losses and significantly 
diminished personality resources compared with the low- 
scoring group. Impairment of voluntary movement, 
the most direct measure of over-all Parkinsonian in- 
capacity, “‘ was related to the most reliably pervasive 
psychological effects ”’. 

The authors suggest that “ to the extent that incapaci- 
tation consequent to basal ganglia damage imposes in- 
creased isolation and sensory deprivation, the reticular 
activating system firing is lowered by insufficient input. 
Thus, the activation levels required for higher intellectual 
and personality functions are diminished and mental 
impoverishment may ensue. This process, in turn, may 
further restrict and discourage motor activity and an 
increasingly deactivating cycle could thus be created and 
perpetuated.” J. MacD. Holmes 


1270. Treatment of Nonobstructive (Communicating) 
Hydrocephalus by Cauterization of the Choroid Plexuses. 
Long-term Follow-up Study. [In English] 

J. E. Scarrr. Acta psychiatrica et neurologica Scan- 
dinavica [Acta psychiat. scand.| 34, 354-374, 1959. 24 
figs., 5 refs. 

The author reviews his personal experience in the 
treatment of communicating hydrocephalus by endo- 
scopic cauterization of the choroid plexuses of the 
lateral ventricles in two series of infants and small 
children, 39 in all. The first series of 20 was reported 
initially in 1942, the second series of 19 in 1952; 18 of 
the 39 children are still living 8 to 18 years after operation. 
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In the first series the operative mortality was 15%. In 
17 of the survivors the hydrocephalus was not significantly 
relieved, but in the remaining 10 cases (50%) permanent 
relief of the advancing hydrocephalus was achieved. Of 
these 10 children, 5 have died of causes other than their 
hydrocephalus. Of the 5 still living, all are in good 
physical condition, one is severely mentally retarded, 2 
moderately retarded, and 2 are mentally normal. In the 
second series there was only one operative death. There 
was failure to achieve permanent arrest of the hydro- 
cephalus in 2 cases and permanent reduction of ventricu- 
lar pressure to normal levels in 16 (80%). Of this series, 
13 patients are now living. Five of them are severely 
defective and 3 others moderately retarded, but 5 children 
have attained normal intellectual development. 

The low mortality and failure rates in the second 
series indicate that this treatment of communicating 
hydrocephalus is technically adequate, but the small 
number of children who achieved normal intellectual 
development is a sobering -consideration. The author 
[rightly] feels that some simple clinical test must be found 
which could be applied to a hydrocephalic baby and 
would indicate with reasonable accuracy the intellectual 
potential if the hydrocephalus is arrested. Since 1936 
the author has measured the preoperative thickness of 
the cerebral cortex as shown by x rays after air replace- 
ment. It is a matter of considerable disappointment 
that the present study fails to show any reliable correla- 
tion between this measurement and the child’s subsequent 
development. No more can be said than that if the 
cortex is 2 cm. thick or more normal development is 
probable, but is not assured. If the cortex is 1 cm. 
thick or less normal development is improbable, but not 
precluded. As a “rule of thumb”, children with a 
cerebral cortex averaging less than 1 cm. in thickness 
should not be operated upon. J. V. Crawford 


EPILEPSY 


1271. Post-epileptic Paralysis. A Clinical and Experi- 


mental Study 
J.S. Meyer and H. D. Portnoy. Brain [Brain] 82, 162— 
185, June [received Sept.], 1959. 11 figs., 23 refs. 


From clinical observation it is clear that post-epileptic 
exhaustion of cortical neurones may be generalized, 
often producing stupor or coma after severe generalized 
seizures, or it may be localized. After localized seizures 
involving predominantly or exclusively one part of the 
brain post-epileptic hemiplegia, hemi-anaesthesia, or 
hemianopia may appear, and the post-epileptic mani- 
festations of temporal-lobe seizures include disturbance 
of vision, disorientation, and impairment of memory. 
In patients suffering from cerebral vascular disease areas 
of relative ischaemia in the brain appear to be particularly 
liable to post-seizure exhaustion paralysis. 

The authors of this paper from Wayne State University 
College of Medicine and Detroit Receiving Hospital 
describe the methods and results of experimental studies 
im the monkey and the cat designed to investigate the 
tole of neuronal anoxia in the production of post-epilep- 
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tic paralysis, using the term in its broadest sense. In 
the unanaesthetized monkey which has recovered from 
operative occlusion of one middle cerebral artery the 
induction of generalized seizures or of seizures localized 
to the ischaemic hemisphere regularly produces hemi- 
plegia in the limbs of the side opposite that of the 
occlusion. The resulting paralysis varies from a few 
seconds to several days in duration, and if the seizures 
are sufficiently prolonged irreversible neuronal damage 
which can be detected on microscopical examination 
will occur. From experiments on cats in which simul- 
taneous records of the cortical electroencephalogram 
and of blood flow, pH, and oxygen tension were made 
post-epileptic paralysis appeared to be due to cortical 
anoxia resulting from the increased metabolic demand for 
oxygen which arises during the seizure, outstripping the 
supply in spite of the increased cerebral blood flow which 
accompanies the seizure. When cerebrovascular disease 
has produced an area of relative ischaemia the neurones 
at this site are relatively more vulnerable to anoxia and 
take longer to recover after the seizure, giving rise to 
focal signs of post-epileptic paralysis. J. B. Stanton 


1272. Clinical and Electroencephalographic Aspects of 
Epileptogenic Lesions of the Medial Surface and Superior 
Border of the Cerebral Hemisphere 

W. A. KENNeEDy. Brain [Brain] 82, 147-161, June 
[received Sept.], 1959. 5 figs., 15 refs. 


The author describes 7 cases seen at the Maudsley 
Hospital and Guy’s-Maudsley Neurosurgical Unit, 
London, in which small, discrete epileptogenic lesions 


were situated on the medial surface or superior border of 


the cerebral hemisphere. In 6 of these cases the site and 
nature of the lesion was verified at operation, there 
being a cortical scar in 4 cases, a saccular aneurysm in 
one, and tuberose sclerosis (without evidence of further 
lesions) in the 6th case. The site of the lesions was 
mainly prerolandic (including the supplementary motor 
area), with a smaller number in the postrolandic area, 
and in one case the lesion was at the frontal pole on the 
medial side. 

The clinical features and findings at operation are 
described. The commonest feature of the attacks was 
somatic motor movements affecting predominantly the 
contralateral leg and arm (5 cases). A visceral sensation 
was present alone in one case and was combined with 
somatic motor movement in two further cases. Somatic 
sensory disturbance occurred alone during the attacks in 
one case and was combined with somatic motor move- 
ment in another. Tonic postural movements, with or 
without arrest of speech, suggesting involvement of the 
supplementary motor area were seen in 3 cases. 

The author discusses the difficulties encountered in 
diagnosis in these cases and lays stress on the electro- 
encephalographic findings. Spike foci were found in 6 
of the 7 cases and attacks (spontaneous or activated) 
were recorded in 4. The importance of “ metrazol” 
(leptazol), ‘‘ megimide”’ (bemegride), or thiopentone 
activation studies in suspected parasagittal lesions of this 
type is emphasized. In 3 cases, including the case in 
which the lesion was at the frontal pole, suppression of 
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cortical electrical activity for several seconds before the 
onset of an attack was observed. In no case was 
secondary bilateral synchrony recorded in the electro- 
encephalogram. J. B. Stanton 


SPINAL CORD 


1273. Paroxysmal Hypertension Due to Lesions of the 
Upper Spinal Cord. (L’hypertension paroxystique des 
lésions hautes de la moelle) 

M. BirKer, —. Drospowsk!, J. P. Hetp, and A. 
GrossiorD. Presse médicale [Presse méd.] 67, 1777-1780, 
Oct. 17, 1959. 5 figs., 16 refs. 


The authors describe the clinical features of the ‘* hyper- 
active autonomic syndrome ”’ in patients with damage to 
the spinal cord. This is associated with distension of the 
bladder, and the attack consists in headache, severe 
general malaise, palpitations, abdominal pain, a metallic 
taste in the mouth, and severe nasal congestion. Below 
the level of the spinal lesion there are profuse sweating 
and exaggerated pilomotor reflexes. Accompanying 
these, there is a steep elevation of blood pressure with 
bradycardia. On emptying the bladder there is an 
equally abrupt fall of blood pressure and relief of the 
other symptoms. The attacks are often spontaneous, 
but may also be associated with cystoscopy and intestinal 
endoscopy. The time of onset of this syndrome is very 
variable; it may occur in the first weeks after the injury, 
but was delayed by more than 4 years in one of the 
authors’ cases. It has been generally agreed by other 
authors that the syndrome is not seen with lesions below 
the level of TS. 

At the Hdépital Raymond-Poincaré, Garches, the 
authors have investigated 15 patients with this syndrome 
and give clinical details of 2 of these. The bladder was 
filled by means of a tidal drainage apparatus, and records 
of the intravesical pressure, pulse, and blood pressure 
were made. The response to increased pressure was 
observed and the effect on it of ganglion-blocking drugs 
and epidural and intravesical injections of procaine 
noted. The administration of ganglion-blocking drugs 
appeared to abolish the blood-pressure changes, and the 
reflex was modified by both the epidural and intravesical 
injection of procaine. They conclude that the reflex is 
not dependent on distension of the bladder or intestine, 
but is the result of reflex vasoconstriction below the level 
of the lesion. Where the lesion is situated below T4, 
then the patient can compensate for this vasoconstriction 
by vasodilatation in the upper limbs.’ They note that 
the reflex may be valuable to the patient as an indication 
that his bladder is full, and stress the fact that it is not 
abolished completely by general anaesthesia. Therefore 
in operations on patients with this syndrome the bladder 
should be kept empty by means of an indwelling catheter 
or the reflex abolished by ganglion-blocking drugs in 
order to avoid an embarrassing rise of blood pressure 
during the operation. 

They then discuss various forms of treatment, including 
intrathecal alcohol injections, division of nerve roots, 
and resection of segments of the cord below the level of 
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the lesion. They consider that information concerning 
the last two methods of treatment is too meagre to justify 
recommending them, but that intrathecal injections of 
alcohol have a place in the treatment of patients with 
complete lesions of the cord and severe spasticity. 
Brodie Hughes 


1274. Myasthenic Syndrome in Patients with Amyotro- 
phic Lateral Sclerosis 

D. W. Muwper, E. H. Lampert, and L. M. Eaton. 
Neurology [Neurology (Minneap.)} 9, 627-631, Oct., 1959, 
2 figs., 16 refs. 


From the Mayo Clinic the authors describe a myas- 
thenic syndrome occurring in 4 patients with amyotrophic 
lateral sclerosis. The case reports are presented in 
detail. Electromyographic studies showed abnormalities 
suggesting the presence of a defect of neuromuscular 
conduction similar to that seen in myasthenia gravis. 
The myasthenic symptoms were particularly marked in 
those muscles seriously affected by disease of the anterior 
horn cells, and ptosis and diplopia—such common fea- 
tures of myasthenia gravis—did not occur. The re- 
sponse to neostigmine and allied drugs was not so 
dramatic as it is in patients with myasthenia gravis, and 
the authors suggest that this is because myasthenic 
symptoms in motor neurone disease are most apparent 
in weak and atrophied muscles. A. G. Freeman 


1275. Vascular Insufficiency of Brain Stem and Spinal 

Cord in Spinal Trauma 

R. C. ScHNeEmDeER and E. C. Crosspy. Neurology [Neu- 

ov (Minneap.)| 9, 643-656, Oct., 1959. 12 figs., 48 
s. 


In patients with traumatic lesions of the cervical or 
thoracic spine remote effects indicative of impairment of 
blood supply to the brain stem or spinal cord may occur 
in addition to signs of cord compression at the site of 
injury. The authors (from the University of Michigan 
Hospital and St. Joseph Mercy Hospital, Ann Arbor) 
review the normal circulation of the brain stem and 
spinal cord and present detailed reports of 5 cases of 
vascular insufficiency in spinal trauma. 

Clinical signs of insufficiency of the intracranial dis- 
tribution of branches of the vertebral artery occurred in 
3 patients, in 2 of whom radiological examination 
revealed a fracture-dislocation of the cervical spine. In 
2 further patients with fracture-dislocations of the 
cervical and thoracic spine signs of insufficiency of the 
cervical distribution of the anterior spinal artery and of 
the anterior medial spinal (thoracic anterior spinal) 
artery respectively were observed. 

The authors consider that prompt application of cef- 
vical traction is the best method of relieving pressure on 
the vertebral arteries, and an early tracheotomy is advis- 
able in patients with high cervical fracture-dislocations 
and signs of vascular insufficiency of the brain stem. 
They also advocate vertebral arteriography in those 
patients with signs suggestive of vertebral arterial cont 
pression, and more adequate clinico-pathological examit- 
ation of the cervico-medullary region in head injuries and 
spinal trauma. A. G. Freeman 
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1276. The Relationship between Decreased 5-Hydroxy- 
indole Metabolism and Mental Defect in Phenylketonuria 
C. M. B. PARE, M. SANDLER, and R.S. Stacey. Archives 
of Disease in Childhood (Arch. Dis. Childh.] 34, 422-425, 
Oct., 1959. 1 fig., 21 refs. 


In this study reported from four London hospitals 49 
patients with phenylketonuria and 32 mentally defective 
patients matched for weight, age, and intelligence who 
served as controls were subjected to intelligence tests, 
the Terman-—Merrill revision of the Stanford—Binet Test, 
the Merrill—Palmer Test, and the Vineland Social Maturity 
Scale being used, while the serum 5-hydroxytryptamine 
(5-HT) level was estimated in all the children except one 
control and the urinary creatinine and 5-hydroxyindole- 
acetic acid (S-HIAA) excretion determined in early 
morning specimens of urine. 

The mean urinary excretion of 5-HIAA in the phenyl- 
ketonuric children was 2:2 mg. per g. of creatinine, whereas 
in the controls it was 7:2 mg. per g. of creatinine; the 
mean serum 5-HT levels were 71:2 and 283 myg. 
per ml. respectively. No significant association was 
found between I.Q. levels and 5-HT or 5—HIAA values. 
A low negative correlation was found between age and 
5-HIAA excretion in both groups of patients; there 
was no correlation between age and serum 5-HT level, 
but a low positive correlation was established between 
5-HT and 5-HIAA values. In some of the mental 
defectives the serum 5—HT concentration was as high as 
in the carcinoid syndrome. In discussion the authors 
suggest the possibility of a multiple deficiency in phenyl- 
ketonuria and refer to the role of catechol amines and 
y-aminobutyric acid as important substances in the 
physiology of the central nervous system. They are 
now investigating the effect of iproniazid in increasing 
the concentration of biologically active amines in the 
brain, since a decreased concentration of these substances 
may be responsible in some degrée for the mental defect 
in phenylketonuria. G. de M. Rudolf 


1277. Some Problems in Mental Deficiency 
J. M. Berc and B. H. Kirman. British Medical Journal 
[Brit. med. J.] 2, 848-852, Oct. 31, 1959. 29 refs. 


Some aetiological problems of mental deficiency are 
discussed with reference to the published findings of a 
number of workers and the authors’ observations at the 
Fountain Hospital, London. Mental deficiency is con- 
sidered under two heads—minor (high-grade) and severe 
(low-grade). Although psychological, educational, and 
social factors operate more in producing the minor 
mental defect, “ diluted’? forms of gross pathological 
change can also produce minor defect. This is illus- 
trated in cases of phenylketonuria, kernicterus, tuberous 
sclerosis, and the Sturge-Weber syndrome. Of a series 
of 44 subnormal children, a clinically diagnosed syndrome 
Was present in 8, strong evidence of encephalopathy in 8, 
Some sensory defect in 14, and somatic evidence of em- 
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bryopathy in 2. Thus 32 had some clinical abnormality 
which could account for or contribute to the mental 
condition. In this series of children it was also found 
that environment was more important than low intelli- 
gence per se in successful adaptation to life. 

In nearly all low-grade defectives some brain abnor- 
mality is found at necropsy, but the cause can be demon- 
strated in only a small minority. Of 200 consecutive 
cases of low-grade mental deficiency admitted to the 
Fountain Hospital there was a known cause in only 19 
(9-5°%%) and a probable cause in 8 (4°%). Various factors 
were probably or possibly implicated in 111 (55%), 
leaving 62 (31°) cases in which no causal factor was 
suggested. Of the 200 patients, 44 were mongols, this 
being the largest single clinical group. Discussing the 
possible aetiology of mongolism the authors tentatively 
attribute the condition to a metabolic abnormality in the 
mother, becoming more manifest with increasing age, 
acting on a predisposed foetus. Evidence suggesting 
that this abnormality is connected with vitamin-A uptake 
is briefly mentioned. Only 32 patients in the series 
had no physical signs of abnormality, though evidence 
showed that nearly all had some gross encephalopathy. 

Factors producing mental deficiency are considered 
under three headings: (1) those acting before conception 
—that is, genetic factors; (2) those acting during preg- 
nancy—namely, maternal environment, disease, mal- 
nutrition; and (3) those. acting after birth—that is, 
external environment. Each may playa larger or smaller 
part in any one case. E. H. Johnson 


1278. Massive Chlorpromazine Therapy: the Nature of 
Behavioral Changes 

R. M. MENDELSOHN, A. S. PENMAN, and B. C. SCHIELE. 
Psychiatric Quarterly [Psychiat. Quart.] 33, 55-76, 1959. 
7 figs., 3 refs. 


This study was carried out at the Veterans Administra- 
tion Hospital, St. Cloud, Minnesota, on 38 schizophrenic 
patients who were selected for investigation because 
they had failed to respond to all previous forms of treat- 
ment. The average length of stay in hospital was 6 
years and the average duration of illness 8 years. The 
patients were arbitrarily divided into two equal groups, 
one receiving massive doses of chlorpromazine and the 
other a placebo, the groups being matched for age, 
length of hospitalization, Minnesota Multiphasic Per- 
sonality Inventory (M.M.P.I.) profiles, and scores on a 
Manifest Behaviour Scale, this last consisting of 90 items 
which included certain behavioural changes attributed to 
chlorpromazine in the literature. The Wittenborn 
Rating Scale was also used. It was expected (1) that 
chlorpromazine would cause improvement beyond that 
attributable to suggestion, increased attention, or changes 
in ward routine; and (2) that patients in the placebo 
group would also show some improvement from the extra 
attention, but not as great as that in the treated group. 
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Apart from the Wittenborn Scale tests and the clinical 
evaluations, all observations were made by personnel 
who did not know to which group the patient belonged. 
The study consisted of a standardization period of 4 
weeks, a further 2-week period during which both 
groups received the placebo, and lastly an intensive treat- 
ment period of 3 months. The dose was varied accord- 
ing to the individual’s response or the appearance of side- 
effects, and every change in drug dosage was matched 
by a change in the number of placebo tablets given to the 
corresponding control patient. The starting dose of 
chlorpromazine was 400 mg. a day by mouth rising by 
200 mg. a day, if necessary to a maximum of 3,000 mg. 
a day. The maximum dose reached was continued for 
3 weeks and then gradually reduced to a maintenance 
dose. All personality tests were then repeated. 

As expected, the placebo group showed little change. 
Of the 19 patients in the chlorpromazine-treated group, 
15 showed improvement, particularly on the Behaviour 
Scale, by which significant improvement was recorded 
for 25 out of the possible 90 items, and these are listed. 
No change was found on M.M.P.I. profiles, suggesting 
that while overt behaviour was improved, mentation 
and self-attitudes were not significantly altered. A 
significant negative correlation was found between 
degree of improvement and chronicity of the disease. 
In one case treatment had to be stopped because 
of a severe skin reaction. The long-term results were 
encouraging, the initial improvement described being 
maintained for an additional 12 months. It is concluded 
that chlorpromazine, by causing a marked reduction in 
the patients’ ‘“‘ emotional turmoil”, makes them more 
accessible to milieu therapy, which is considered to be 
an essential part of the therapeutic programme. 

F. E. Kenyon 


. 1279. Childhood Schizophrenia: Role of the Family 


Physician 

R. R. KoeGier and E. G. Corpert. Journal of the 
American Medical Association [J. Amer. med. Ass. 171, 
1045-1050, Oct. 24, 1959. 11 refs. 


At Camarillo State Hospital Children’s Unit, Cali- 
fornia, an extensive study was made of childhood schizo- 
phrenia, and for this purpose a detailed questionary 
concerning initial signs and symptoms was sent to the 
parents of 34 affected children and, for comparison, to 
the parents of 19 children with behaviour disorders. 
Decreased socialization was characteristic of the schizo- 
phrenic child, who played with others less frequently and 
took less interest in his surroundings than the non-schizo- 
phrenic child. He was more upset by the arrival of a 
new sibling, which was in keeping with his inability to 
share with a brother or sister. Toilet training was a 
much greater problem in the schizophrenic than in the 
child with behaviour disorders only. In play pattern the 
schizophrenic was more preoccupied with music and 
repetitive games. He was not easily distracted, showed 
great interest in spinning toys and in round and moving 
objects, and was fascinated by jumping from heights, by 
water, and by pica. 

There was evidence of neurophysiological disturbance 
in the schizophrenic child. The sleeping pattern was a 


great problem; the child often clung to the parent with 
a tenacious grip, a characteristic rarely noted in the non. 
schizophrenic, and hit himself, being oblivious to the 
ensuing pain; he was sensitive to loud noises, he per- 
sisted in toe-walking, and when of school age often 
whirled himself about. The authors suggest that this 
pattern confirms the view that neurophysiological dis. 
turbances are present in schizophrenia and may be a 
guide to early diagnosis. A possible site of such dys. 
function is the reticular core in the brain stem. 

The authors draw attention to the value in diag. 
nosis of developmental history and clinical observation 
rather than psychological tests. Such tests are of littl 
help in children under 5 years of age, and childhood 
schizophrenia manifests itself during the first three years 
of life. E. H. Johnson 


1280. Use of Hydroxydione in Psychiatry: a Controlled 
Experiment 

S. Benam. British Medical Journal [Brit. med. J.) 2, 
801-804, Oct. 24, 1959. 16 refs. 


At Halliwick Hospital, London, the author has investi- 
gated the value of hydroxydione (“ presuren”’) when 
used for the relief of tension during psychotherapeutic 
interviews. The hormonal action and _ salt-retaining 
properties of this steroid have been shown to be exerted 
only when the dosage is very large. The effect of the 
drug, which was given intravenously, was compared with 
that of amylobarbitone sodium (‘sodium amytal”) in 
psychiatric interviews with 20 patients with marked 
tension and anxiety, of whom 8 were suffering from 
depressive states, 6 from anxiety states, 4 from hysterical 
reactions, and 2 (who did not benefit at all from the 
procedure) from schizophrenia. The interview was 
found to be facilitated and improvement obtained more 
constantly with hydroxydione than with amylobarbitone. 
Affective discharge, and also amnesia for the interview, 
resulted less frequently. K. W. Todd 


1281. Follow-up of 86 Leucotomies. (Katamnestische 
Untersuchungen iiber 86 Leukotomien) 

H. L. Biscuor. Archiv fiir Psychiatrie und Nerve 
krankheiten [Arch. Psychiat. Nervenkr.] 199, 248-260, 
1959. 28 refs. 


Between 1946 and 1958 at the Haar Mental Hospital, 
Munich, 111 patients with chronic schizophrenia hav 
been treated by operation, some by the standard leuco 
tomy method, some by Freeman’s “ transorbital ”’ pro- 
cedure. Of these patients, 86 have been followed up by 
the author, who found that the results of the standarl 
method were much better than those of the transorbita 
method. From his experience of this series he conclude 
that only patients in whom all other methods of treat- 
ment have failed should be subjected to operation. Th 
tense and tortured type of patient does better than th 
sulky and apathetic, while patients who seem to be on th 
verge of dementia have the best prospect. Simpk 
demented hebephrenics and vegetating catatonics aft 
not suitable subjects for surgery. Careful rehabilitation 
after the operation is essential for success. 

W. Mayer-Gross 
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1282. Serum Proteins in Skin Disease 

A. TICKNER, M. G. P. McCabe, and P.D. Mier. British 
Journal of Dermatology (Brit. J. Derm.] 71, 351-359, 
Oct., 1959. 14 figs., 9 refs. 


The results of analysis of the serum protein of 27 
normal individuals and of 277 cases of skin disease are 
described and discussed. All the cases of skin disease 
showed statistically significant abnormalities in at least 
one protein fraction. However, of the skin diseases 
mentioned in this paper, abnormalities in an individual 
case will only be seen frequently in the following. 
(1) Exfoliative dermatitis—low total protein and low 
albumin. (2) Pemphigoid—low total protein, low albu- 
min, relatively raised a-globulins. (3) Pemphigus vul- 
garis—low total protein, low albumin, absolutely raised 
a-globulins, relatively low y-globulins. (4) Systemic 
lupus erythematosus—markedly raised y-globulin, often 
associated with raised total protein.—[Authors’ sum- 
mary.] 


1283. The Histochemistry of Keratinization 

A. JARRETT, R. I. SPEARMAN, and J. A. Harpy. British 
Journal of Dermatology [Brit. J. Derm.] 71, 277-295, 
Aug.—Sept., 1959. 9 figs., 25 refs. 


The keratins are a group of proteins of very varied 
composition, but are all composed of long polypeptide 
chains held together by three types of cross-linkage, the 
disulphide bond (the most characteristic), salt linkages, 
and hydrogen bonds. The main changes in epidermal 
cells leading to the formation of keratin appear to take 
place in the granular layer. The authors, working at 
University College Hospital Medical School, London, 
have therefore studied this layer in normal and patho- 
logical human epidermis by means of fluorescent micro- 
scopy and histochemical and enzyme methods. 

The formation of the linkages between the polypeptide 
chains involves exothermic reactions and does not, 
therefore, need external energy. These reactions take 
place readily in the presence of trace metals. External 
energy is needed for the resynthesis of the polypeptide 
chains into keratin, and for this a high-energy system 
appears to be located in the granular layer. The keratin 
of the inner root sheath is formed by pressure and its 
chemical structure is different from the keratin of hair 
or normal epidermis. Its properties are similar to those 
of keratin formed at the base of non-malignant hyper- 
plastic epidermis invading the dermis. It is possible 
that basal keratinization may be one of the ways by 
which the dermal spread of benign growths is prevented. 
Parakeratotic keratin contains an abnormally high con- 
centration of the sulphydryl groups and of phospho- 
lipids. It was shown experimentally in rats and mice 
that external pressure to the epidermal cells results in 
their becoming keratinized, the resulting keratin being 
similar to that of the inner root sheath. Increased endo- 
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dermal pressure from dermal injections of wax with a 
low melting point causes a great, increase in the amount 
of inner-root sheath keratin. _E. Lipman Cohen 


1284. Studies in Contact Dermatitis. V. Photosensi- 
tivity from 
C. D. CaLNAN. Transactions of the St. John’s Hospital 


_ Dermatological Society [Trans. St John’s Hosp. derm. 


Soc. (Lond.)] No. 41, 26-30, 1958 [received Sept., 1959]. 
21 refs. 


Chlorpromazine, like the sulphonamides, is known to 
cause photosensitization in three groups of people— 
patients receiving the drug, workers in pharmaceutical 
factories (who need not have direct contact with it), and 
nurses and pharmacists concerned with its administration. 
After systemic administration 4 types of eruption may 
be seen—sensitivity to sunlight, a morbilliform rash 
aggravated by the sun, a special sunburn erythema, and 
an eczematous eruption from previous sensitization. 
Only in the latter case is a positive reaction to a patch 
test obtained. In persons with contact exposure the 
eruption may take the form of an actinic dermatitis, 
seborrheic dermatitis, an eczematous eruption of the 
hands, or a dermatitis of the eyelids, fingers, and fore- 
arms. The first type may not be associated with a 
positive reaction to a patch test. 

Three points should be remembered when patch-testing 
patients suspected of chlorpromazine dermatitis: (1) the 
reaction is delayed beyond 48 hours in two-thirds of the 
cases; (2) the reaction may be positive only after 
the application of ultraviolet light; and (3) the reaction 
diminishes considerably after clinical recovery and may 
subsequently become negative. It would appear that 
exposure to light is a most important factor in chlor- 
promazine reactions and in many cases exposure to rays 
in the ultraviolet region is necessary for development of 
the rash. The normal sensitivity to light seems to be 
greatly increased by contact with the drug, but re- 
exposure to the drug after a long interval will not neces- 
sarily elicit an immediate response. This suggests that 
the reaction is a phototoxic rather than a photo-allergic 
one and it is possible that the true sensitizing agent is 
the oxidation product, thionol, produced from chlor- 
promazine after exposure to light. Allene Scott 


1285. Studies in Contact Dermatitis. VI. Histology in 
the Diagnosis of Patch Tests 

E. WILHELM, I. SARKANY, and C. D. CALNAN. Transac- 
tions of the St. John’s Hospital Dermatological Society 
[Trans. St John’s Hosp. derm. Soc. (Lond.)] No. 41, 31-37, 
1958 [received Sept., 1959]. 16 refs. 


In an attempt to differentiate between allergic and toxic 
reactions to patch testing biopsies were taken from the 
site of the test in 34 cases in which the nature of the reac- 
tion had been confidently established clinically (26 reac- 
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tions to known sensitizers and 8 reactions to primary 
irritants). Sections were taken 48 hours after application 
of the test material and were stained with the routine 
haematoxylin-eosin method as well as with methyl-green— 
pyronin (Pappanheim). With the latter stain it was 
hoped to detect plasma cells and certain immature 
lymphocytes which may be the precursors of antibody- 
carrying plasma cells. 

Skin reacting to known sensitizers (including 2 intra- 
dermal responses) showed an intact stratum corneum 
in all but 15°% of cases, the vesicles being in the mid or 
lower epidermis. These were filled chiefly with lympho- 
cytes, although a few polymorphonuclear granulocytes 
were observed. A round-cell infiltrate occupied the 
upper cutis and perivascular areas. In contrast, skin 
subjected to primary irritants showed a tendency to 
separation of an otherwise intact stratum corneum in 5 
cases, with an accumulation of eosinophilic, homogeneous 
material in the epidermis. Necrosis was more in evi- 
dence, with a larger number of polymorphonuclear cells. 
Vesicle formation and infiltration were present as in the 
first group. The Pappenheim stain was of no help 
in distinguishing the types of response. Biopsies were 
then taken from the test site in 4 cases in which the 
nature of the reaction could not be determined clinically, 
the substances causing the reaction being hair lacquer, 
cetrimide, gold chloride, and phenergan cream (with 
ultra-violet light) respectively. Only in the case of the 
last substance was there evidence in the histological 
picture suggesting a toxic rather than allergic response. 

As a result of these examinations it was considered 
that the most promising direction for further investiga- 
tion lay in the development of a method for the in-vitro 
identification of antibody substances thought to be 
carried in the plasma-cell-lymphocyte series. 

Allene Scott 


1286. Alkali Neutralisation and Resistance of the Skin 
C. M. R. Vesey and C. D. CALNAN. Transactions of the 
St. John’s Hospital Dermatological Society [Trans: St 
John’s Hosp. derm. Soc. (Lond.)\ No 41, 38-44, 1958 
[received Sept., 1959]. 2 figs. 


Eczema or dermatitis of the hands, a major dermato- 
logical problem, has for years been thought to be due to 
the disruption of the normal acidity of the skin surface 
by the action of soap and water, detergents, and other 
cleaning materials and is consequently known as house- 
wife’s or alkali dermatitis. Keratin is most stable at a 
PH of 4:5, while the surface fluid (sebum and sweat) 
appears to exert a buffering action which assists in the 
maintenance of this acidity. Detergents have been 
shown in the laboratory to disrupt sulphydryl bonds. 

Two tests have been used to measure the ability of the 
skin to withstand alkalinity. Alkali neutralization was 
first investigated by Burckhardt, who used stamp-sized 
areas of skin on the extensor aspect of the upper arm on 
which he dropped N/80 sodium hydroxide and 0-05% 
alcoholic solution of phenolphthalein as an indicator. 
The area was covered with a “ perspex” or glass block 
and the time needed for conversion of the indicator from 
red to a colourless state measured. It was found that the 
times increased from 30 seconds to several minutes on 


repetition. To avoid the possibilities that the above 
alkali was too weak and that the indicator might itself 
provide a neutralizing mechanism the present authors, 
working at the Royal Free Hospital, London, used alkali 
concentrations of N/10, N/20, and N/40, with thymoph- 
thalein (0-002 g. per 100 ml.) as the indicator. 

The subjects examined were 25 patients with alkali 
dermatitis, 32 with other types of dermatitis, and 33 
subjects without dermatitis. The results were as follows. 
(1) Most normal subjects showed a neutralizing ability 
which varied with the alkali concentration in the ratio 
1:2:4. (2) In many cases of alkali dermatitis there was 
a diminution in neutralizing ability with higher concen- 
trations (1:2:1). (3) Some normal subjects and many 
patients with eczema gave intermediate results. Al- 
though the type of response was reproducible in individual 
cases, no correlation could be found with the clinical 
diagnosis or with the characteristics (such as colour and 
texture) of the skin tested. 

The second test, of alkali resistance, was carried out 
on 70 subjects [not further defined] and involved the 
application of N/2 sodium hydroxide to 3 adjacent areas 
on the forearm for periods of 10, 20, and 30 minutes. 
Normally no reaction should be seen on examination of 
the skin after 30 minutes, 24 hours, and 48 hours. It 
was found that 80°% of normal subjects had good alkali 
resistance compared with only 27% of subjects with 
alkali dermatitis. Again no correlation with skin charac- 
teristics could be made except that age reduced resistance 
and increased quantities of sebum or sweat provided 
protection. No final conclusions could be drawn as to 
the cause of housewife’s dermatitis. Allene Scott 


1287. Contribution to the Histological and Histochemical 
Study of Seborrhoeic Warts. (Contribution a l'étude 
histologique et histochimique de la verrue séborrhéique) 
R. ANDRADE and G. K. STEIGLEDER. Annales de derma- 
tologie et de syphiligraphie [Ann. Derm. Syph. (Paris)] 
86, 495-505, Sept.-Oct., 1959. 4 figs., bibliography. 


The general histological picture of seborrhoeic warts 
and their differential diagnosis from senile keratoses 
have been studied extensively. The aim of the histo- 
logical investigation reported from the Dermatological 
Clinic of the University of Frankfurt-am-Main was to 
study in detail the cells of which so-called “‘ basal-cell 
papillomata ” are composed, biopsy specimens from 13 
cases of seborrhoeic warts being examined by means of 
a variety of staining techniques, while the effects of 
mechanical irritation from scratching 24 hours before 
biopsy were investigated in 4 cases. 

The study showed that these cells are joined by prickles, 
which are seen more easily in the presence of intercellular 
oedema caused by scratching. The cells of a superficial 
basal-cell epithelioma which had been scratched showed 
no prickles. The often expressed view that there is a 
relationship between seborrhoeic warts and _ basal-cell 
epithelioma is therefore erroneous, while in the authors’ 
opinion the term “ basal-cell papilloma” is faulty. 
They suggest that a better name would be “senile 
papilloma” or verrucous epithelial naevus (tardus) ”. 

E. Lipman Cohen 
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Paediatrics 


NEONATAL DISORDERS AND 
PREMATURITY 


1288. The Respiratory Distress Syndrome of Pre- 
maturity. I. Changes in Potassium in the Serum and the 
Electrocardiogram and Effects of Therapy 

R. UsHer. Pediatrics [Pediatrics] 24, 562-576, Oct., 
10 figs., 23 refs. 


After the recognition of a new disease entity the 
search for the cause may be furthered by examining 
detailed information of the condition. In this paper (the 
first of a series) from the Royal Victoria Hospital, 
Montreal, the author therefore reports the electro- 
cardiographic (ECG) findings and the serum potassium 
levels in 59 premature infants who showed the respiratory 
distress syndrome, comparing them with those in 45 
symptomless premature infants and 13 normal full-term 
infants who served as controls. The author’s remark 
that: “the mortality rate for premature infants 
during the first 5 days of life is the same today as it was 
in Yllpo’s large series 40 years ago ” indicates the scope 
of the problem. 

The ECG findings in the controls were all within normal 
limits, but in the affected infants abnormalities appeared 
after 12 hours of life, these consisting mainly in 
prolongation of the P-R and QRS conduction times, 
decreased QRS voltage, alteration in the P wave, and left 
axis deviation and preponderance. These changes, which 
increased until death in the fatal cases and disappeared 
with recovery in the survivors, prompted examination 
of the serum potassium levels since they resembled the 
changes found in hyperkalaemic states. In the control 
groups the serum potassium concentration ranged from 
42 to 7-0 mEq per litre for premature infants and from 
5-1 to 6-8 mEq. per litre for the full-term infants. In 
the affected infants the mean serum potassium level rose 
from 5-1 mEq. per litre in the first 6 hours of life to 9-0 
mEq. per litre at 18 to 24 hours, but fell again after 48 
hours. When the potassium concentration was below 
7-0 mEq per litre the ECG conduction time was normal, 
but became prolonged as the concentration of potassium 
rose over 7-0 mEq. per litre. Of 29 affected infants tested 
between 12 and 60 hours after birth, 18 (62°%) showed 
serum potassium concentrations of over 8-0 mEq. per 
litre. Also there was a progressive rise in the serum 
potassium level and deterioration of the ECG with age in 
the affected infants which did not occur in the controls. 
To ascertain the effect of parenteral fluids 24 of the 
affected infants who appeared to be dying were given an 
initial intravenous infusion containing 15 g. of glucose, 
5 mEq. of sodium bicarbonate, and 7-5 units of insulin 
Per 100 ml. Subsequent maintenance fluids containing 
a 10% solution of glucose with 40 mEq. of sodium bi- 
carbonate per litre were given at the rate of 60 ml. per 
kg. body weight per day to prevent the recurrence of 
hyperkalaemia. In the majority of these 24 infants 


there was an immediate decrease in the serum concentra- 
tion of potassium and correction of the ECG abnormali- 
ties. Although 18 of the 24 infants died, they seemed to 
survive longer than would have been expected without 
intervention; thus the mean duration of life without 
treatment was 37 hours and with intervention 58 hours. 
. [The findings reported in this paper open new fields 
for investigation and further study.] David Morris 


1289. Treatment of Haemolytic Disease of the Newborn 
Due to Rh-immunization 

A. JoUVENCEAUX, C. P. BrizARD, D. MICHAUD, and L. 
Revo.. British Medical Journal (Brit. med. J.] 2, 336- 
341, Sept. 5, 1959. 39 refs. 


The authors consider that in all cases in which maternal 
Rh immunization is suspected induction of labour before 
term offers the best hope of a healthy viable infant. They 
base this view on the results obtained in a large series of 
cases, 330 of which have already been reported (Pédiatrie, 
1958, 13, 583). Because of the difficulty of assessing 
probable damage to the infant even when the maternal 
antibody titre is low, they induce labour in all cases 
after the end of the eighth month unless there is an 
obstetric contraindication. In view of the greater dan- 
ger of kernicterus in premature babies, however, they 
attempt first to ascertain that the infant will weigh over 
2,500 g. Only mechanical means of inducing labour 
are used and it is emphasized that every facility for the 
treatment of the infant must be available. 

In the authors’ series there were 115 (92%) healthy 
infants out of a total of 125 delivered by labour induced 
before term compared with 192 (81%) out of 236 de- 
livered spontaneously because the mother was first seen 
only at-the onset of labour. In comparable groups in 
which at least one elder sib had died from haemolytic 
disease due to Rh immunization and the infants were 
treated promptly at birth there were 46 (90-2) healthy 
infants out of 51 delivered by induction before term 
compared with 19 (73%) out of 26 delivered spon- 
taneously. 

It is the authors’ practice to carry out exchange trans- 
fusion immediately after birth on all infants giving a 
positive reaction to the direct Coombs test, except when 
the maternal antibody titre is below 1:32, the infant 
shows no clinical signs of affection, the birth weight is 
over 3,000 g., and the cord blood levels of haemoglobin 
(above 15 g. per 100 ml.) and bilirubin (below 3 mg. per 
100 ml.) are satisfactory. The serum bilirubin level is 
estimated daily, a level of more than 20 mg. per 100 ml. 
indicating the need for exchange transfusion. For this, 
the authors give four times the total blood volume of 
antigen-free blood of the same ABO group which is not 
more than 3 days old. Some plasma is removed, heparin 
and calcium gluconate solution are added, and with a 
23-ml. syringe the transfusion is given very slowly as 
near as possible to the umbilicus. To prevent hae- 
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morrhagic complications half an ampoule of vitamin K; 
is given daily for 3 to 4 days. Penicillin is also adminis- 
tered, but the infant does not receive any anti-anaemic 
treatment, although in about 7% of the authors’ cases an 
injection of packed erythrocytes was required when the 
infant was one month old to correct anaemia. 

Janet Q. Ballantine 


1290. Prophylactic Antibiotic Therapy in Infants Born 
after Premature Rupture of Membranes 

S. P. Kent and G. L. WipeMaAn. Journal of the Ameri- 
can Medical Association [J. Amer. med. Ass.| 171, 1199- 
1203, Oct. 31, 1959. 2 figs., 5 refs. 


An alarming rise in the neonatal death rate among 
infants born in the University Hospital, Birmingham, 
Alabama, was noted in the last half of 1957 and the first 
6 months of 1958. No obvious epidemic or other cause 
was manifest, and the only major change in the normal 
routine had been an increase in the prophylactic use of 
antibiotics and the replacement of penicillin and strepto- 
mycin by chloramphenicol, erythromycin, neomycin, and 
novobiocin. The authors therefore compared the records 
of two groups of cases: (1) 148 live infants born in the 
first 4 months of 1954 and (2) 179 born in the first 4 
months of 1958, these cases being selected because the 
membranes had been ruptured at least 6 hours before 
birth and therefore antibiotic therapy was likely to have 
been given. The mortality rates for these two groups 
were 26 per 1,000 and 69 per 1,000 respectively. The 
mortality rate among those receiving antibiotics in 1954 
was 29 per 1,000—not significantly greater than those not 
receiving them (26 per 1,000)—but in 1958 the mortality 
rate among infants given antibiotics was 144 per 1,000; 
the two groups were found to be similar in racial origin, 
incidence of prolonged rupture of the membranes, and 
the proportion of premature births. Post-mortem 
examination of 23 of the antibiotic-treated infants who 
died showed no common or obvious cause of death, and 
in 14 cases in which there was a common disease syn- 
drome cultures from the blood and lungs revealed no 
pathogenic organism or virus. It was noted in these 14, 
as well as in 8 others who did not die, that lethargy, 
anorexia, and inactivity became marked between the 2nd 
and Sth days of life and a dusky grey appearance was so 
commonly present that the nursery staff came to talk of 
the “‘ grey sickness ”’. 

An exact analysis of the antibiotic therapy given was 
difficult since in the 1958 group of cases no fewer than 4 
antibiotics were given in 8 possible combinations, as well 
as in some cases the older penicillin and streptomycin. 
But it was known that of 160 infants who received anti- 
biotic therapy, 145 had been given chloramphenicol, and 
further that of the 144 infants who died and 8 others 
who had the grey sickness but did not die, all had received 
chloramphenicol, the dosage of this drug varying from 
100 to 300 mg. in the 24 hours. The next most commonly 
used antibiotic was erythromycin, but several of the 
infants who died and others affected by the grey sickness 
had not received this drug. A random analysis of the 
records of 20 to 25 cases for each month of 1957 and 
1958 in which antibiotics had been given showed a 
direct correlation between the use of chloramphenicol 


PAEDIATRICS 


and a rise in the neonatal death rate. When this drug 
was discontinued the mortality reverted to, and remained 
at, the level ruling before the use of this drug. In addi- 
tion, no further cases of the grey sickness have been seen. 
The authors conclude that although the responsibility 
of chloramphenicol for the rise in neonatal mortality 
has not been proved, the present findings do suggest the 
need for a careful evaluation of the toxicity of this drug 
for the newborn infant. H. G. Farquhar 


CLINICAL PAEDIATRICS 


1291. Oral Thrush in Infancy Treated with Nystatin 
R. D. GraHaM. Lancet [Lancet] 2, 600-601, Oct. 17, 
1959. 3 refs. 


The author has compared the response to treatment 
of oral thrush in 55 children under one year of age seen 
at two London County Council Welfare Centres, of whom 
29 were treated with the antibiotic nystatin and 26 with 
the traditional 1°%% aqueous solution of gentian violet, 
which was applied to the mouth twice daily. In the 
former group all patients responded satisfactorily to 
nystatin within 14 days (22 within the first week) and 
there was one relapse. In the group treated with gentian 
violet 16 responded within 14 days, but there was no 
response in 4, relapse in 3, and a further 3 defaulted. 


The advantages of nystatin are that it does not stain: 


like gentian violet, is easily administered, is non-toxic, 
and no case in this series proved resistant to treatment. 
The main disadvantages are its cost (about 10 shillings 
(£0-5) per week’s treatment) and the difficulty of ensuring 
the even diffusion of the water-insoluble granules in the 
suspension. Winston Turner 


1292. Partial Thoracic Stomach in Childhood 
J. B. Burke. British Medical Journal (Brit. med. J.\ 2, 
787-792, Oct. 24, 1959. 8 refs. 


The author presents an analysis of 137 cases of partial 
thoracic stomach (hiatus hernia or congenital short 
oesophagus) seen at the Hospital for Sick Children, 
Great Ormond Street, London, over the 10-year period 
1945-55. The chief signs were vomiting, hematemesis, 
dysphagia, and loss of weight. Another common finding 
was anaemia, which was related to the severity of the 
oesophagitis. Dysphagia was present in 38% of all 
cases and was found to be of considerable prognostic 
significance, being present in most of the severe cases 
and usually indicating the formation of a “* stricture ” or 
oesophageal narrowing. In the advanced cases the 
diagnosis was comparatively easy, but in the milder cases 
gastro-oesophageal reflux was not always demonstrated 
at the first x-ray examination. Oesophagoscopy gave 
valuable information about the state of the mucous 
membrane and presence or absence of stricture. Other 
abnormalities, particularly pyloric stenosis and mental 
retardation, were associated in 10°% of the cases. . 

Medical treatment was successful in most cases, and in 
the author’s experience is indicated in all children under 
one year of age, except in the rare cases of those with early 
stricture formation. Apart from 5 children, all girls, 
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with a large intrathoracic loculus of stomach, in whom 
the response to operation was complete, the results of 
surgical treatment were disappointing. Recurrence of 
the hernia after surgical repair was not uncommon and 
inonly 12 cases out of 64 was there an immediate good 
response to operation. Ocesophago-gastrectomy was 
carried out on 7 patients who had severe symptoms [but 
the results of this procedure are not stated]. 
Margaret D. Baber 


1293. Possibilities and Limits of Differentiation of the 
So-called Mixed Form of Nephrosis and Nephritis and Its 
Treatment in Children. (Md6glichkeiten und Grenzen der 
Differenzierung der sogenannten Nephrose—Nephritis- 
Mischformen und ihre Therapie beim Kind) 

A. ROSENKRANZ. Archiv fiir Kinderheilkunde [Arch. 
Kinderheilk.] 160, 112-133, 1959. 4 figs., 40 refs. 


Miller in 1905 and Volhard and Fahr in 1914 put for- 
ward the theory that genuine lipoid nephrosis results 
from a disorder of the renal tubule, while nephritis 
results from glomerular changes. As a result of histo- 
logical researches with newer staining methods, however, 
it is now known that glomerular changes are present in 
both types of disease, which in some cases can hardly 
be differentiated from the histological appearances alone. 
Nor can a clear distinction always be drawn on histologi- 
cal grounds between pure lipoid nephrosis and the neph- 
totic stage of chronic glomerulonephritis, with the result 
that the older term “‘ nephrosis ” has now been replaced 
by “nephrotic syndrome” to describe any condition 
characterized xy high proteinuria, hypo- and dyspro- 
teinaemia, lipaemia and lipoiduria, facultative oedema, 
and effusion into serous cavities, whatever its aetiology. 
In childhood, however, the aetiology in the majority of 
cases remains unknown and the term lipoid nephrosis 
has been retained. 

The author discusses a number of cases of his own 
which were chosen for observation at the Children’s 
Clinic of the University of Vienna in an attempt to estab- 
lish the possibilities and limits of differentiation of the 
so-called mixed forms of nephrosis and nephritis, laying 
emphasis on the marginal cases, The results of renal 
function tests and serum electrolyte determinations are 
given and discussed in some detail, together with biopsy 
and experimental findings. The inconclusive nature of 
these in most cases makes it understandable that clini- 
cians should not insist upon a sharp line of differentiation 
between genuine lipoid nephrosis and the mixed forms 
of nephrosis and nephritis. It is pointed out, however, 
that although the serum electrolyte levels may show great 
Variations, constant pathological findings have a grave 
diagnostic and prognostic significance. 

Discussing the therapeutic problems involved in cases 
of mixed nephrosis and nephritis the author comes to the 
conclusion that the protein-rich diet usually recom- 
mended must be used with circumspection, as the loss of 
Protein is due more to an increased endogenous protein 
Metabolism than to proteinuria. In general a high- 
calorie, carbohydrate-rich diet should be given, together 
with vitamins. The treatment of choice for the neph- 
Totic syndromes is at present prednisone, especially in 
Paediatric practice, but the initial dosage must be care- 
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fully regulated in view of the fact that in some cases 
prednisone may cause severe aggravation. If, however, 
the result is favourable, the drug must be given for a 
sufficient length of time and in adequate dosage until 
reduction of the oedema and proteinuria is achieved, 
and continued for several months after remission. In 
cases where the extension of prednisone therapy seems 
to be dangerous or has produced adverse effects a trial 
of thiosemicarbazone in adequate dosage is recom- 
mended as clinical remissions have been obtained by its 
use. Whether or not hormone therapy has increased - 
the chance of permanent recovery can be decided only 
after many years’ observation and statistical evaluation 
of the results. Robert E. Lister 


1294. Toilet Training and Enuresis 
S. B. Dimson. British Medical Journal [Brit. med. J.] 2, 
666-670, Oct. 10, 1959. 13 refs. 


There have been many conflicting theories of the causes 
of enuresis. The present author has studied at four 
London hospitals the enuretic child in relation to his 
siblings as well as to normal controls, and in particular 
has attempted to assess whether different methods of 
toilet training have an effect on the onset of enuresis. 
An enuretic child was defined as one who was still wet 
at night at the age of 4 years. Only children under 10 
years of age were included, and if the mother showed a 
faulty memory then the whole family was excluded. The 
questions were framed to elicit the following information: 
(1) age at which toilet training was begun; (2) the methods 
used; (3) whether the child resisted or resented training; 
(4) whether and at what age, if at all, bowel and bladder 
control were achieved. In 165 ‘‘ wet families’ there 
was a total of 225 enuretics (142 boys and 83 girls) and 
174 dry siblings; a further control group consisted of 
384 consecutive out-patients and siblings in 174 “ dry 
families”. The families belonged mainly to the working 
or artisan classes. 

Analysis of the family position of the enuretic patients 
showed that a first-born child was not more susceptible 
to enuresis than the second-born, thus refuting the theory 
of sibling jealousy. Neither did the mother’s inexperi- 
ence seem to play a part. The age at which toilet train- 
ing was seriously started was divided into 3 periods: 
early (under 3 months of age), middle (3 to 9 months), 
and late (over 9 months). A table relating the time of 
beginning training to family ranking of enuretics, dry 
siblings, and controls revealed a trend towards later 
training in the enuretics and so excluded early training 
as a factor in producing enuresis. Greater strictness or 
leniency in training does not appear to be a factor 
responsible for the persistence of bed-wetting. Some 
babies resist training whether strict or lenient; a table 
relating strictness of training to resistance shows that 
enuretics resisted even lenient training more than did the 
other two groups. Most resistance was found if “ pot- 
ting” began after the age of 3 months, while in all chil- 
dren strict training was more often associated with 
resistance. Resistance is thus more closely related to - 
enuresis than early training, but coercive methods play 
some part in producing it. Resistance to training causes 
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a delay in sphincter control, even in children who eventu- 
ally become dry. The author speculates on the causes of 
this resistance and why it should lead to enuresis in some 
children and not in others. It is concluded that the 
results of this inquiry do not support the view that stress 
of coercive training is responsible for enuresis, but 
show that resistance to training is often a contributory 
factor. M. R. Medhurst 


1295. Cerebral Palsy and Hearing Impairment. (Cere- 
bral pares och hérselnedsattning) 

B. Barr and I. Kiocxnorr. Nordisk Medicin (Nord. 
Med.\ 62, 1512-1514, Oct. 15, 1959. 1 fig., 14 refs. 


It is reported from Karolinska Sjukhuset, Stockholm, 
that 161 physically severely handicapped children, 
mainly cerebral-palsy children, have been examined 
with regard to the quantitative and qualitative presence 
of hearing defects. Complete audiograms were obtained 
by play audiometry in 150 cases. In the remaining 11 
cases informal hearing tests had to be resorted to. The 
risk of failure to observe a hearing impairment in these 
cases is emphasized, and the most common causes of 
misinterpretation are specified. 

In all, hearing defects were found in 17%. In the 
spastic group the incidence was 10-5°%, and in the atheto- 
tic group as high as 68%. The localization of these 
hearing defects is discussed, and the theory of a central 
lesion is supported by Metz’s objective recruitment test, 
which was not positive in any of the cases.—[From the 
authors’ summary.] 


1296. Emotional and Personality Development in Neuro- 
muscular Disorders 

M. L. BriumperGc. A.M.A. Journal of Diseases of 
Children [A.M.A. J. Dis. Child.| 98, 303-310, Sept., 
1959. 11 refs. 


-In this paper the author [presumably a psychiatrist] 
presents his views about the emotional problems of 
children with neuromuscular diseases such as cerebral 
palsy, myopathies, and poliomyelitis. He expresses the 
view [unsupported by evidence] that the emotional prob- 
lems vary according to the nature of the handicap— 
those of the spastic child, for instance, differing from 
those of the athetoid child. He discusses the attitude 
of those coming into contact with the child, perceptual 
difficulties, the lack of social experience, and the child’s 
failure to appreciate his disabilities and their implications. 

R. S. Illingworth 


1297. Hodgkin’s Disease in Children. A Clinicopatho- 
logical Study of 46 Cases 

J. A. Prrcock, W. C. Bauer, and M. H. McGaAvran. 
Cancer [Cancer (Philad.)| 12, 1043-1051, Sept.—Oct., 
1959. 9 figs., 24 refs. 


The relative lack of information about the natural 
history of Hodgkin’s disease in childhood together with 
the widely held view that the prognosis is worse in 
children than in adults led the authors to review the 


' clinical records of cases of Hodgkin’s disease in children 


seen at the Barnes Hospital and the Children’s Hospital, 
St. Louis, Missouri, between 1914 and 1953. A total of 
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44 cases in which histological sections were available and 
follow-up was possible until the year 1958 or death were 
analysed. 

Age at onset of symptoms was fairly uniform from 2 to 
16 years, except for a moderate peak at 5 to 7 years, 
The sex incidence was predominantly male. Three 
clinical stages in the disease were recognized, ranging from 
localized lymph-node enlargement to generalized disease, 
the cases falling into these groups in approximately 
equal numbers. The mean survival time ranged from 
8 years in Stage 1 to 1-2 years in Stage 3; there was no 
correlation between the stage and age at onset of the 
disease. 

Each of the authors independently graded the major 
histological features as seen in the initial biopsy speci- 
mens from each case, and found that the only feature 
correlating with survival time was the amount of lym- 
phoid stroma. Although they accept the concept of 
Hodgkin’s paragranuloma, they consider that “ cases 
need not be forced into a rigid histological classification 
to obtain useful prognostic information”. It is empha- 
sized that although the histological type is of importance 
in determining prognosis, it is of less significance in 
this respect than the clinical stage at onset of the disease. 
An attempt was made to relate the survival time to the 
therapeutic measures used, which, in view of the long 
period covered by the series, were not uniform. Neither 
definitive surgery nor chemotherapy was used in a signifi- 
cant number of cases, irradiation being the treatment of 
choice in 42. In the absence of a control series, close 
analysis of the efficacy of treatment was not possible, 
but the authors conclude that it is of first importance to 
give an initial dose greater than 1,800 r., and that local 
recurrences may be similarly treated with considerable 
success. E. G. Hall 


1298. Psychological Effects of Hospitalization in Infancy 
H. R. ScHAFFER and W. M. CALLENDER. Pediatrics 
[Pediatrics] 24, 528-539, Oct., 1959. 9 refs. 


The psychological effects in infancy of a stay in hospital 
were studied in 76 infants, aged 3 to 51 weeks, admitted 
to the Royal Hospital for Sick Children, Glasgow. 
Infants suffering from marasmus, gross deformities, of 
brain injury and those who were fully breast-fed were 
excluded. The duration of stay varied from 4 to 49 
days, average 15-4 days. 

It was observed that infants under 7 months old differed 
considerably from those over that age in the response to 
separation from the mother. With a few exceptions 
the children under 7 months accepted separation without 
observable disturbances, displayed normal mobility 
when in the hospital, responded normally to observers, 
and showed an interesting but brief preoccupation with 
their surroundings on their return home. In contrast, 
infants over 7 months of age cried vigorously when 
separated from the mother, displayed over-activity of 
under-activity (the withdrawal syndrome), sucked theif 
thumbs, suffered from feeding disturbances, were entirely 
negative in their response to the staff, and on retufm 
home showed insecurity in the form of over-dependenc 
on the mother. R. S. Illingworth | 
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Public Health and Industrial Medicine 


1299. Cancer and Coronary Artery Disease among 
Seventh-day Adventists 

E. L. Wynper, F. R. Lemon, and I. J. Bross. Cancer 
[Cancer (Philad.)] 12, 1016-1028, Sept.—Oct., 1959. 14 
figs., 14 refs. 


To obtain comparative data concerning smoking, 
drinking, and dietary habits and environmental factors 
Seventh-Day Adventists and others were interviewed in 
hospitals in Southern California and at centres in New 
York; some healthy Adventists were interviewed in 
their homes. Altogether data were obtained for 957 
Adventists and for 821 others not belonging to that 
church. Of the Adventists, 45°% were brought up in 


the church and 55% were converts. Sharp differences 


were found between the Adventists and the non-Adven- 
tists in the smoking of tobacco and the consumption of 
alcohol, meat, fish, coffee, and tea. There was, however, 
little difference in the consumption of milk. Only 7% 
of the male Adventists brought up in the church had 
ever been smokers and none of those over 40 years old 
had smoked 16 or more cigarettes a day for 20 years; 
the corresponding figures in the control groups were 
65% and 44%. Only 7% of the male Adventists 
brought up in the church had ever drunk alcohol and 
only 1% of those over 40 years old had taken at least 
one alcoholic drink a day for 20 years; the corresponding 
figures in the control group were 72°% and 19%. The 
figures for converted Adventists were intermediate. The 
differences recorded for women were similar, but were 
smaller, since the proportions of smokers and drinkers 
among the control women were less. 

The frequency distribution of patients suffering from 
cancer and myocardial infarction or coronary arterial 
disease was obtained from the records of 8 hospitals 
under the direction of the Seventh-Day Adventist Church, 
in which 10-8°% of the patients were Adventists. Most of 
the study patients were, however, treated in the 4 Cali- 
fornia hospitals and in these the proportion of Adventists 
was 9-4%. Estimates of the “ expected numbers of 
Adventists among patients with various diseases were 
then obtained from this proportion, with the following 
results. (1) The numbers of male Adventists with epi- 
dermoid or anaplastic cancer of the lung and cancer of 
the mouth, larynx, and oesophagus were much lower 
than the expected numbers. (2) The numbers of female 
Adventists with cancer of the mouth, larynx, and oeso- 
Phagus were lower than the expected numbers, but the 
number with epidermoid or anaplastic cancer of the lung 
was close to that expected. (3) The sex ratios for lung 
cancer and for cancer of the mouth, larynx, and oeso- 
Phagus among Adventists approximated to 1:1. (4) 
Most cancers of other sites tended to be under-repre- 
sented among Adventists, but the deficiencies were less 
marked. Statistically significant differences from the 
expected incidence were noted only for cancer of the 
bladder among men and for cancer of the cervix among 
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women. (5) The frequency of coronary arterial disease 
and of myocardial infarction in women were similar 
among Adventists and non-Adventists and the age dis- 
tributions of the patients were also similar. The fre- 
quencies among men were less in Adventists than in 
non-Adventists; among Adventists the average ages 
were greater and the age distributions were similar to 
those in women. The sex ratio for myocardial infarc- 
tion among Adventists was 1:1. 

The principal differences are attributed to the differ- 
ences in cigarette smoking and in the consumption of 
alcohol. The deficiency of cervical cancer may possibly 
be attributed to better penile hygiene among Adventist 
men. Richard Doll 


1300. Status of Field Trials with an Orally Administered, 
Live Attenuated Poliovirus Vaccine 

A. S. Sasin. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.| 171, 863-868, Oct. 17, 1959. 
15 refs. 


Preliminary studies on live attenuated poliovirus vac- 
cines have indicated that they produce a clinically un- 
recognized infection in those who swallow them and that 
under appropriate conditions the attenuated viruses can 
spread to other persons in the same manner as naturally 
occurring polioviruses. If the contacts are solidly 
immune as a result of natural infection the viruses do 
not multiply, but if they are only partially immune or 
non-immune or have immunity as a result of inoculation 
with Salk vaccine the viruses multiply in the intestinal 
tract and antibodies develop within 7 to 10 days after 
infection.. The presence of other intestinal virus infec- 
tions sometimes suppresses multiplication, and inter- 
ference between poliovirus types has been observed 
when all three types are fed simultaneously. Infection 
has not been associated with any distinct illness or 
followed by detectable late manifestations in the nervous 
system. Cerebral inoculation of monkeys with virus 


-recovered from the intestinal tract of persons immunized 


with the vaccine has shown that occasionally a small 
portion of the total poliovirus population has become 
slightly more virulent, but multiple human passages 
have not further increased the neurotropism. Resist- 
ance of the intestinal tract to reinfection with the same 
dose of each of the three types has been observed during 
the first year after vaccination. The resistance to 
intestinal multiplication of the virus does not appear to 
be related to the level of antibody in the blood. 
Between October, 1958, and June, 1959, about 11 
million people, mostly children, have been fed vaccine 
prepared from Sabin attenuated strains of poliovirus. 
In Singapore during the course of a Type-1 epidemic 
Sabin Type-2 attenuated poliovirus vaccine was fed to 
200,000 children, with the result that only 6 of them 
developed Type-1 paralytic poliomyelitis compared with 
179 cases amongst 300,000 unvaccinated children. 
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There was one case of Type-2 paralytic poliomyelitis 
amongst the unvaccinated. In Czechoslovakia, where 
75 of the 169 cases of paralytic poliomyelitis notified in 
1958 occurred in children who had received three doses of 
Salk vaccine, live Sabin attenuated strains of the three 
types were fed consecutively at monthly intervals starting 
in December, 1958, to children aged 2 to 8 who had 
previously received Salk vaccine, but about one-third of 
whom had no antibody to at least one of the three types. 
The conversion rate for antibody to Type 1 was 95% 
amongst the vaccinated children and 42 to 50% in un- 
vaccinated children of 9 or 10. No case of poliomyelitis 
due to the viruses fed has been observed, and no increase 
in the incidence of poliomyelitis occurred in the area 
where the children have been fed attenuated vaccine or in 
the rest of Czechoslovakia during the first five months of 
1959. It is therefore concluded that the live vaccine 
is safe both for those vaccinated and for the com- 
munity. In the U.S.S.R. more than 10 million people, 
about 30% of whom were without antibody for any one 
type, were fed the three types of Sabin attenuated virus 
consecutively at monthly intervals during the first half 
of 1959. No increase in the usual number of cases of 
poliomyelitis was observed in the unvaccinated during 
the spring months, and the total number of cases of 
poliomyelitis occurring in June, July, and August in one 
area was 10 times lower than the average for the same 
period in past years. 

In the course of spontaneous immunization with 
various naturally occurring strains of poliovirus it has 
been observed that in areas where sanitary conditions 
are good one case of paralytic poliomyelitis may be 
expected for each 100 to 300 children converted from 
susceptibility to immunity. On this basis about 5,000 
cases of paralytic poliomyelitis would be expected to 
occur per million susceptible children in whom the attenu- 
ated Type-1 strain multiplied if its virulence had become 
comparable with strains occurring in nature. This has 
not occurred, indicating that live attenuated poliovirus 
vaccines are safe. A. Ackroyd 


1301. Influence of Some Meteorological Factors in the 
Incidence of Poliomyelitis 

C. C. Spicer. British Journal of Preventive and Social 
Medicine [Brit. J. prev. soc. Med.| 13, 139-144, July 
[received Nov.], 1959. 1 fig., 9 refs. 


A statistical method was used at the Central Public 
Health Laboratory, Colindale, London, to determine the 
relationship between the incidence of poliomyelitis and 
meteorological factors, a method, the author states, 
which avoids “‘ some of the obvious pitfalls that beset 
the comparison of seasonal trends”. An analysis was 
made of the Registrar General’s figures for the weekly 
incidence of poliomyelitis in England and Wales during 
the years 1947-56 inclusive and of the relevant values for 
dry-bulb temperature, absolute vapour pressure, and 
relative humidity. 

It was found that there were strong positive correlations 
between the incidence of poliomyelitis and dry-bulb 
temperature and negative correlations with relative 
humidity. The absolute vapour pressure was not related 


to the incidence of poliomyelitis. The calculated rela- 
tionship with temperature and humidity accounted for 
the main seasonal range and also for the time of maximum 
incidence. Generally speaking, the meteorological con- 
ditions favouring spread of the disease were those of 
rapid outdoor drying, a possible hypothesis being that 
such conditions favour the survival of the virus in 
faeces. John Fry 


1302. Fog and Atmospheric Pollution in London, Winter 
1958-59 

J. A. Scott. Medical Officer [Med. Offr] 102, 191-193, 
Oct. 16, 1959. 2 figs., 3 refs. 


The winter of 1958-9 was notable for a large number 
of foggy days in various parts of Britain, and in London 
the atmosphere almost reached critical levels of pollu- 
tion (that is, smoke 200 mg. per 100 cubic metres and 
acidic gases (mainly sulphur dioxide) 40 parts per 100 
million) on three occasions. The amount of sulphur 
dioxide in London has remained fairly constant for the 
period 1954-9, but the amount of smoke has diminished 
by about 12%. These two observations may be partly 
the result of the implementation of the Clean Air Act, 
which is concerned with controlling the amount of dark 
smoke, but not with acidic gases in the atmosphere. 

It was found that neither foggy periods without high 
levels of pollution nor the three episodes of high pollution 
had any obvious effect on the “‘ 7-day moving average 
number ”’ of deaths from all causes in London in the 
winter of 1958-9, thus apparently confirming the hypo- 
thesis that mortality is adversely affected only when the 
atmospheric concentrations of smoke and acidic gases 
mentioned above are exceeded and that simultaneously. 

John Pemberton 
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1303. Clinical Features and Pathophysiology of Chronic 
Manganese Poisoning. (Bonpocbhl KNHHHKH MaTO- 
@usHONOrHH MpH XpOHHYeCKHX 
MapraHuem) 


_M.N. RyZxova. Iueueua Tpyda u pogeccuonare- 


Hele B3adoneeanua [Gig. Truda_ prof. Zabolev.| 
37-42, Sept.—Oct., 1959. 7 refs. 


Experimental and clinical investigations have appeared 
to show that the manifestations of manganese poisoning, 
at least in the early stages, are reversible. The early 
diagnosis of manganese poisoning is therefore important. 

The extrapyramidal lesions resulting from manganese 
poisoning have previously received the most attention. 
Recent work has shown that there is diffuse involvement 
of the central nervous system (C.N.S.) and that the extra- 
pyramidal lesions are preceded by changes in the cerebral 
cortex. The latter can be divided into three stages as 
follows. (1) A stage of initial functional disorders, in 
which there are neurodynamic disturbances of the higher 
divisions of the C.N.S., manifested by drowsiness, fatigue, 
headache, loss of initiative, and weakness in the legs, 
accompanied by passive inhibition and lowered excitation 
of the cortical analysers. (2) A stage of moderate 
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organic changes, in which the earlier features become more 
pronounced and less reversible. (3) A stage of Parkin- 
sonism, in which hypotonia as well as hyperkinesis of the 
muscles may be observed. The pathology of the various 
forms of manganese poisoning is discussed in the light 
of Pavlov’s teaching. Good results are reported from 
the use of intravenous procaine in the treatment of 48 
cases of chronic poisoning. Basil Haigh 


1304. A Study of the Incidence of Bronchitis amongst 
Some Foundrymen in Derbyshire and Nottinghamshire, 
Compared with a Contrasting Occupational Group, and a 
Geographical Study of Bronchitis Mortality in the Foundry 
Workers of England and Wales 

G. F. KEATINGE, E. R. Buxton, and P. J. Hunt. British 
Journal of Diseases of the Chest (Brit. J. Dis. Chest] 53, 
333-345, Oct., 1959. 24 refs. 


No differences in morbidity and mortality from bron- 
chitis were found between 92 foundry workers and 67 
wagon builders employed by the same large engineering 
firm. [Only very large differences could have been 
significant in these small groups.] From a study of the 
mortality from bronchitis in various parts of England 
and Wales the authors estimate that 579% of foundry 
workers live in areas with an excess bronchitis mortality. 
It is suggested that geographical rather than occupational 
factors are responsible for the high mortality from 
bronchitis among foundry workers and their wives [but 
no attempt is made to see whether this conclusion is 
quantitatively valid]. C. M. Fletcher 


1305. Evaluation of Disability in Coal Miners with 
Chronic Pulmonary Disease 

W. H. ANDERSON and W. F. Scumipt. Journal of the 
American Medical Association [J. Amer. med. Ass.| 171, 
145-150, Sept. 12, 1959. 3 figs., 11 refs. 


The authors of this paper from the Harlan Memorial 
Hospital, Kentucky, emphasize the need for a single 
simple test of respiratory function in coal-miners for 
purposes of workmen’s compensation and discuss the 
technical difficulties involved. They describe a com- 
parative evaluation of the maximum breathing capacity 
(M.B.C.), vital capacity, and the three-second vital 
capacity tests of respiratory function in 482 men (miners 
and non-miners, aged 20 to 70 years) with all degrees of 
Tespiratory disability. The employment of the men 
varied from “‘ sedentary ”’ to “‘ hard” work. From the 
results it is concluded that the M.B.C. “‘ provides the 
most significant correlation between symptoms and his- 
tory of ability to work without pulmonary symptoms ” 
compared with the two other tests and offers “‘ the most 
Practicable objective guide to evaluation of dyspnea” 
in relation to hard labour in coal-mining. The test is 
readily performed and the apparatus is simple. 

[It is surprising that the authors make no mention of 

y’s paper (Thorax, 1953, 8, 72) in which the value 
of determining the 0-75-second expiratory flow rate is 
demonstrated. From the practical and informative 
Standpoint, especially when compensation issues are at 
Stake, it is undoubtedly superior to the M.B.C. test.] 

W. Raymond Parkes 
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1306. Cement Dermatitis. I. Chemical Aspects 
A. J. M. JOHNSTON and C. D. CALNAN. Transactions of 
the St. John’s Hospital Dermatological Society [Trans. 
St John’s Hosp. derm. Soc. (Lond.)| No. 41, 11-25, 
1958 [received Sept., 1959]. 1 fig., 16 refs. 


Many factors have been invoked to explain cement 
dermatitis. The most important of these is thought at 
present to be the allergic reaction to chromates con- 
tained as contaminants. Other factors are alkalinity 
due to the calcium hydroxide (pH 12), the abrasive action 
of the sand added in mixing, and the hygroscopic proper - 
ties of cement, through which it tends to absorb moisture 


‘from the skin, causing cracking. 


Portland cement consists of a finely ground mixture 
of lime (60 to 66%), silica (18 to 25%), alumina (3 to 
10°%), and iron oxide (2 to 5°%), together with traces of 
other materials. The setting process involves the pro- 
gressive solution of the anhydrous compounds in added 
water with the formation of hydrates which, being less 
soluble, crystallize out, forming a closely bound mass. 
Gypsum is added to slow this hardening process. In 
manufacture quarried chalk is mixed together in a wash- 
mill with clay which has been washed free of sand. This 
mixture is then passed through screens until a fine, well- 
mixed, cement slurry is formed. Limestone is used in 
the north of England to replace the chalk, in which case 
a ball mill is used for mixing. Frequent sampling con- 
trols the proportions of the two basic ingredients (3:1). 
The cement slurry when ready for processing enters the 
top end of the kiln, a rotating steel cylinder set on an 
incline, lined with refractory bricks, and containing metal 
‘lifter’ chains which distribute the material evenly. 
A heat of 1,200° to 1,400°.C. is maintained by the com- 
bustion of powdered coal blown into the lower part of 
the kiln, so that the resultant cement clinker contains 
about 5 to 10% of fine coal ash. It is air-cooled after 
exit from the kiln, ground, and gypsum added. 

In the investigation reported here from the Institute 
of Dermatology, London, the diphenylcarbazide reac- 
tion as introduced by Spier and Natzel was used to study 
the possible sources of chrome contamination in the above 
procedure. In their natural state the basic ingredients— 
chalk, clay, and gypsum—did not contain hexavalent 
chromium, but estimation of the total chromium content 
showed that all contained traces of trivalent chremium. 
Although the grinding-mill plates often contained chrome 
alloy, their durability precluded them as a source of 
contamination. Similarly the refractory bricks were 
found to release chrome only intermittently and in minute 
quantities. Out of 24 samples of cement tested, however, 
17 were found to contain hexavalent chromate in quan- 
tities that ranged from 60 to 1,200 yg. per 100 g. On 
testing in the laboratory it was found that hexavalent 
chromate could be produced by heating clay and chalk 
to 1,400° C., provided there was free exposure to air, as a 
result of the oxidation of di- and trivalent chrome, and 
it is concluded that clay contributes 70% of the final 
chrome contamination of cement. It is of interest that - 
4 of the 7 cement samples containing no chrome were 
produced by a firm using sulphur-containing raw 
materials which, when burnt in the kiln, give off sulphur 
dioxide, a reducing agent. Allene Scott 
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1307. Anesthesia LX: the Anesthetic Properties of 
1:1:1-Trichloroethane 

J. C. KRANTZ Jr., C. S. PARK, and J. S. L. Linc. Anes- 
thesiology [Anesthesiology] 20, 635-640, Sept.—Oct., 1959. 
3 figs., 11 refs. 


Trichloroethane (TCE) is a clear, non-inflammable 
fluid with an odour like that of chloroform. It has been 
used as an anaesthetic for laboratory animals, but was 
given up owing to its toxicity. Recently it has become 
available in a pure form and its effects have been re- 
investigated in dogs and monkeys at the University of 
Maryland School of Medicine, Baltimore. 

Induction was short, with minimum salivation. 
Relaxation was good. The quantities of TCE used 
were about equal to those of chloroform needed to pro- 
duce comparable anaesthesia, but the margin of safety 
was greater than that of chloroform. Electrocardio- 
grams showed no significant change. The blood pres- 
sure was markedly reduced. Liver function was not 
impaired by a single administration of TCE, but repeated 
anaesthesia (9 times) caused some liver damage. 

The drug was then administered to a human volunteer 
for 30 minutes. It gave a smooth induction and an 
uneventful anaesthesia, with no changes in the electro- 
cardiogram and a fall of 30% in the blood pressure. 
Further cautious trial in man is considered to be 
warranted. W. Stanley Sykes 


1308. Use of Premixed Pethidine and Antagonists in 
Obstetrical Analgesia: with Special Reference to Cases in 
‘Which Levallorphan Was Used 

J. ButtouGu. British Medical Journal [Brit. med. J.) 
2, 859-862, Oct. 31, 1959. 17 refs. 


In this paper from West Hill Hospital, Dartford, 
Kent, are reported the results of using pethidine premixed 
with the antagonist levallorphan (with the aim of reducing 
respiratory depression in the baby) for the relief of pain 
in childbirth in 130 consecutive patients admitted to the 
hospital in early labour. At the start of labour chloral 
was given in a dose of 30 grains (2 g.) When the cervix 
was 2 fingerbreadths dilated a mixture of pethidine 
(100 mg.) and levallorphan (2 mg.) was injected intra- 
muscularly and repeated when necessary, followed later 
by gas-—air or trilene—air inhalations in some cases; 
7 patients also received morphine, 8 quinalbarbitone, and 
24 chlorpromazine. 

As the operators became more confident in the use of 
the premixed drugs the dosage was increased, but there 
was no corresponding increase in the incidence of neo- 
natal asphyxia. Ammesia was greater in patients given 
the mixture than in those given pethidine alone, while 
the incidence of neonatal asphyxia was lower. Respi- 
ration was moderately depressed in 8°% of babies and 
severely depressed in 2°%, but none needed stimulants, in- 
tubation, or intragastric oxygen. Of 48 mothers who were 
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asked whether they preferred the injections or gas-air 
inhalations, 29 (60°%) preferred the injections. In this 
series vomiting occurred in 5°% of patients and drowsi- 
ness in 34%. It is suggested that the combination of 
pethidine with an antagonist provides better analgesia 
without causing any increase in neonatal respiratory 
depression. M. Woods 


1309. Anaesthesia for Fredet-Rammstedt’s Operation 
A. J. Bootu, H. I. A. Nispet, and F. WILSON. Anaes- 
thesia [Anaesthesia] 14, 355-365, Oct., 1959. 2 figs., 
8 refs. 


The advantages and disadvantages of local analgesia, 
open-mgask anaesthesia, and anaesthesia with cyclo- 
propane in cases of congenital pyloric stenosis are dis- 
cussed and the method used by the authors at Alder 
Hey Children’s Hospital, Liverpool, is described. Anaes- 
thesia is not started until the fluid and electrolyte balance 
is satisfactory and gastric lavage has been carried out. 
For premedication 0-15 mg. atropine is given. In infants 
weighing over 7 Ib. (3-18 kg.) anaesthesia is induced with 
3 mg. of thiopentone per kg. body weight followed by 
1-5 mg. of suxamethonium per kg. Endotracheal intuba- 
tion is then carried out and the mouth packed. Anaes- 
thesia is maintained with nitrous oxide and oxygen 
(4:3) with controlled respiration, and relaxation provided 
by repeated doses of 2:5 mg. of suxamethonium. In 
smaller and in premature infants intubation is carried 
out while the infant is conscious and anaesthesia is then 
induced with nitrous oxide and oxygen and maintained 
as with older children. The importance of early post- 
operative feeding is stressed. Mark Swerdlow 


1310. Hypnoanalgesia and Hypnoanesthesia for Cardiac 
Surgery 
M. J. MARMER. Journal of the American Medical Associ- 
ation (J. Amer. med. Ass.] 171, 512-517, Oct. 3, 1959. 
15 refs. 


The author of this paper from the Cedars of Lebanon 
Hospital, Los Angeles, emphasizes the psychological 
disturbance which accompanies surgical operations, pat- 
ticularly in patients with severe heart disease. Anaes- 
thesia for cardiac surgery should be the least toxic and 
in the lightest plane possible. Some workers have 
reported their experience in cardiac surgery of ether 
analgesia and of light anaesthesia with barbiturates, 
relaxants, and oxygen. In the author’s view hypnosis 
offers a means of inducing a light plane of anaesthesia 
without the preceding apprehension and the hazard of 
initially deep anaesthesia. Further, post-hypnotic sug 
gestion may make recovery more rapid and more pleasamt 
for the patient. 

The results obtained with hypnosis in 3 children oper- 
ated on for interatrial septal defect and in 4 adults 
subjected to mitral commissurotomy are described. A 
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method of progressive relaxation was used in the days 
preceding operation. During laryngoscopy and intuba- 
tion the vocal cords and trachea were sprayed with a 


local analgesic, after which oxygen only was given. 


Small amounts of a 0-2% solution of suxamethonium 
were administered to facilitate surgery and, if necessary, 
other anaesthetic agents in minimal amounts. 

A 15-year-old girl who responded well before operation 
to suggestions of relaxation but not to suggestions of 
anaesthesia was conditioned to the acceptance of cold 
with the aid of 100 mg. of thiamylal sodium and subse- 
quently placed in an ice-water bath. Over a period of 
30 minutes she required a further 100 mg. of thiamylal 
and also 30 mg. of suxamethonium to prevent shivering 
while her temperature fell to 32-5°C. An atrial septal 
defect was then repaired, recovery being uneventful. 
One patient underwent mitral commissurotomy under 
hypnosis alone, 30 mg. of suxamethonium being the only 
drug given. Raymond Vale 


1311. A Clinical Study of the Muscle Relaxant—Imbretil 
R. D. Dripps, E. C. HAnks, S. H. Naat, S. R. O&cuH, 
E. M. Papper, and P. H. Secuzer. Anesthesiology 
[Anesthesiology] 20, 646-652, Sept.—Oct., 1959. 14 refs. 


“Imbretil ” (carbolonium bromide) was given intra- 
venously as a muscle relaxant to 573 patients undergoing 
major operations at the Presbyterian Hospital, New York, 
and the Hospital of the University of Pennsylvania, 
Philadelphia. Respiratory depression began in 40 to 
60 seconds and, if the dose was sufficient, apnoea devel- 
oped in 45 to 180 seconds. Abdominal relaxation 
developed within 1 to 3 minutes. The duration of 
trespiratory depression after a non-apnoeic initial dose 
varied from 9 to 20 minutes. Apnoea, if produced, per- 
sisted for 9 to 35 minutes. Abdominal relaxation lasted 
for 45 to 90 minutes and was profound. Repeated 
doses appeared to be about four times as effective as the 
initial dose. 

As there does not appear to be a reliable antagonist to 
imbretil a dosage schedule should be adopted which will 
avoid postoperative respiratory depression. For this 
purpose a total dose of 0-05 to 0-06 mg. per kg. body 
weight for a one-hour operation is recommended. Total 
dosage should not exceed 0-10 to 0-12 mg. per kg. for a 
3-hour period. W. Stanley Sykes 


1312. The Action of Some Antibiotics on the Human 

Intercostal Nerve-Muscle Complex 

P. B. SaABAWALA and J. B. DmLLon. Anesthesiology 

etectoiony 20, 659-668, Sept.—Oct., 1959. 11 figs., 
refs. 


Cases of respiratory paralysis have been reported after 
the administration of neomycin during anaesthesia, with 
a mortality of 40°%, the combination of ether and neo- 
mycin being the prime factor in the production of the 
Paralysis. This phenomenon was investigated at the 
Medical Center of the University of California, Los 
Angeles, on strips of human intercostal muscle removed 

thoracotomy, suspended in modified Krebs 
Saline, and stimulated electrically, first directly and then 
through the nerve fibres lying within the muscle tissue, 
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the two stimuli being applied alternately. The effects 
of bacitracin, kanamycin, polymyxin B, streptomycin, 
and neomycin on contraction were then studied by adding _ 
the drugs to the saline bath. 

Bacitracin had a very slight action and kanamycin no 
effect at all. Polymyxin had the most powerful blocking 
action, 40 yg. per ml. producing 100% block, while 
streptomycin (200 yg. per ml.) and neomycin (60 pg. | 
per ml.) both produced 60% block. Exposure of the 
preparation to ether vapour alone had no blocking effect, 
but when neomycin was added in the above concentra- 
tion it now at once produced 100% block. It is sug- 
gested that cyclopropane rather than ether be used to 
anaesthetize patients receiving neomycin. 

W. Stanley Sykes 
1313. Changes in Blood Pressure and Pulse Rate during 
Fluothane Anesthesia: a Comparative Clinical Study 
J. Moyers and C. B. Pirtincer. Anesthesiology 
[Anesthesiology] 20, 605-607, Sept.—Oct., 1959. 6 refs. 


Clinical experience suggests that hypotension and 
bradycardia occur more frequently during anaesthesia 
with “ fluothane” (halothane) than with other agents. 
To determine whether this impression is soundly based 
the authors examined the anaesthetic records of 50 cases 
each of anaesthesia with cyclopropane, ether, fluothane, 
and nitrous oxide for abdominal operations. 

The frequency of significant hypotension with ether 
and fluothane was almost equal, and there was no 
evidence to confirm the impression that bradycardia is 
the rule with fluothane. Extreme hypotension was no 
more common with fluothane than with other anaes- 
thetics. W. Stanley Sykes 


1314. Renal Function during Anesthesia for Cardio- 
vascular Surgery : 

G. C. Morris Jr., A. S. Keats, J. H. Moyer, and 
M. E. DE BAKEY. Anesthesiology [Anesthesiology] 20, 
608-612, Sept.—Oct., 1959. 2 figs., 20 refs. 


It was reported as long ago as 1905, and has been 
confirmed many times since, that ether anaesthesia pro- 
duces oliguria with depression of sodium and nitrogen 
excretion. Recently the introduction of relaxants has 
led to the use of lighter anaesthesia, while balanced 
anaesthesia with small doses of different agents has 
become popular. An appraisal of the effects on renal 
function of these new techniques, undertaken on 24 
patients undergoing cardiovascular surgery, is here 
reported from Baylor University College of Medicine, 
Houston, Texas. Premedication consisted of pro- 
methazine, meperidine (pethidine), and scopolamine. 
Anaesthesia was induced with thiopentone or cyclopro- 
pane, and succinylcholine given by intravenous drip 
infusion. When apneoa was established light anaes- 
thesia was maintained with ether. Determinations of 
the glomerular filtration rate, renal blood flow, haemato- 
crit, urine volume, and blood levels and rates of excretion 
of sodium and potassium were made before and during 
anaesthesia. From the results it was concluded that 
there was no significant alteration in renal function. 


W. Stanley Sykes 
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1315. Hepatic Radiography following Intravenous Ad- 
ministration of Colloidal Gold under Experimental Condi- 
tions 

P. F. Hann, G. I. GLEASON, D. SHERMAN, and H. M. 
Frazier. British Journal of Radiology (Brit. J. Radiol.} 
32, 609-611, Sept., 1959. 1 fig., 4 refs. 


Because of the carcinogenic properties, due to their 
inherent radioactivity, of thorium salts the use of these 
substances for visualization of the liver has been largely 
abandoned in favour of colloids. True colloids are not 
removed from the circulation by capillary filtration as 
embolic particles, but undergo phagocytosis in the 
reticulo-endothelial system. In relatively small concen- 
trations (10 mg. per ml.) colloidal gold is easily prepared 
and has been shown to be non-toxic when injected intra- 
venously in small quantities in the radioactive form for 
the treatment of chronic leukaemia. In regard to atomic 
number (79) it falls between barium and thorium. 

From the Veterans Administration Hospital, Nash- 
ville, Tennessee, preliminary studies are described in 
which a stable metallic gold sol with a mean particle size 
of 50 my was injected intravenously into 2 dogs. In the 
first animal, which received 4 daily doses each of 35 ml. 
of the inert colloid, representing a total of 1-5 g. of 
metallic gold, there was no reaction, but the radio- 
graphic density of the liver was not increased; subse- 


quently a further 16 similar injections were given, when 
good visualization of the liver was obtained. A further 
360 ml. of the colloid was given at a single injection, this 
- resulting in excellent radiographic demonstration of the 


liver. The second dog was given a single dose of 300 ml. 
of the colloid. Both dogs were observed clinically for 
one year and remained in good health. The first animal 
was then given a further 300 ml. of the colloid in a single 
injection, whereupon it died unexpectedly a week later; 
on the basis of gross and histological findings the authors 
“* are not prepared to speculate on the cause of death ”’. 
In neither dog was the spleen adequately visualized. 
John H. L. Conway-Hughes 
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1316. The Visualization of Internal Organs by Accentua- 
tion Scintillation Scanning Technics 

W. J. MacIntyre, H. L. Friepett, G. Gomez Crespo, 
and A. M. Resaut. Radiclogy [Radiology| 73, 329-340, 
Sept., 1959. 13 figs., 7 refs. 


This paper from the Western Reserve University 
School of Medicine, Cleveland, Ohio, describes two 
techniques for improving diagnostic scintillation-counter 
scanning so that small differences in concentration of a 
radioactive isotope in the liver-and the cardiovascular 
system can be more easily seen. 

The first technique consists in the interposition of an 
electronic circuit between the counter and the recording 


apparatus so that no record at all is made of counting 
rates below an arbitrary level. This allows the complete 
elimination of random background counts and in itself 
will improve the “‘ contrast’ of the final record. The 
second technique uses a light-recording device so that 
small differences in counting rate are accentuated. 
Clinical examples of the value of these methods are then 
given, showing the detection of invasion of the liver by 
malignant metastases, the identification of a pericardial 
effusion, and the differentiation of mediastinal masses 
from aortic aneurysm. 

Finally, a third technical improvement is outlined— 
the use of a magnetic tape recorder so that the whole scan 
can be repeated many times with different control settings 
to obtain the best possible result. K. E. Halnan 


1317. Arteriographic Demonstration of the Vertebral 
Artery with Special Reference to Percutaneous Subclavian 
Puncture 

L. Morris. British Journal of Radiology [Brit. J. 
Radiol.] 32, 673-679, Oct., 1959. 12 figs., 12 refs. 


A method of demonstrating the vertebral artery 
throughout its course by means of percutaneous puncture 
of the subclavian artery is described and the relative 
merits of this and other methods are discussed. In the 
author's technique, which has been used at Brook Hos- 
pital, London, the contrast medium is injected by hand 
as rapidly as possible, and for a radiograph of the verte- 
bral artery in the neck the exposure is made just before 
the end of the injection, while for the intracranial course 
of the vessel the first radiograph is exposed just after the 
end of the injection. Occlusion of the axillary artery 
does not increase the contrast effect. Pneumothorax 
occurred in 2 out of approximately 24 punctures in the 
author’s series, and because of this he recommends that 
a routine radiograph of the chest should be obtained 
before the patient leaves the x-ray department. 

Of other methods of demonstrating the vertebral 
artery from its origin, percutaneous femoral catheteriza- 
tion has the disadvantage that accurate placing of the 
catheter is difficult. Puncture of the vertebral artery 
itself should be avoided if an abnormality of this vessel 
is suspected. The choice in the majority of cases lies 
between retrograde brachial catheterization and direct 
subclavian puncture. The latter has been found to & 
much easier to perform than brachial catheterization 
and to give slightly better contrast. Moreover, the 
results obtained with injection of the right side are 4 
good as those obtained with injection of the left and ate 
not marred by excessive take-up of contrast medium by 
the carotid artery. 

For demonstration of the intracranial branches the 
subclavian injection, in the author’s view, is not likely 
to become more than an adjuvant to the simple dired 
vertebral puncture. It may, however, be of value 2 
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cases of failed vertebral arteriography; it can be used 
to demonstrate the absence of a vertebral artery and also 
in cases where the failure is due to spasm. If a satis- 
factory arteriogram is not obtained by direct vertebral 
puncture subclavian puncture is carried out on the 
opposite side, thus avoiding the production of spasm on 
the second side also, which could have disastrous conse- 
quences. The author advocates the use of subclavian 
puncture in patients liable to degenerative vascular 
disease and those with a history of thrombotic episodes 
in order to avoid trauma predisposing to the formation 
of atheromatous plaques. Arnold Appleby 


1318. Operative Cholangiography 
E. SamueL. British Journal of Radiology (Brit. J. 
Radiol.] 32, 669-672, Oct., 1959. 5 figs., 9 refs. 


The value of operative cholangiography is discussed 
and a technique used at the Royal Infirmary, Edinburgh, 
is described. In the author’s view much of the distaste 
for the procedure is the outcome of inadequate radio- 
logical apparatus and assistance. The three chief objec- 
tions to operative cholangiography are that it lengthens 
the operation time and complicates the technique, air 
bubbles are introduced with the contrast medium caus- 
ing artefacts, and complications may follow the use of 
contrast medium. In the author’s technique these objec- 
tions are overcome. 

A cassette tunnel is used which fits on the operating 
table and is lead-protected except for a window measuring 
12x10 inches (30-4 x 25-4 cm.), the patient being care- 
fully positioned so that the right hypochondrium is 
centred on the window. A linen runner with 6 pockets, 
each pocket big enough to carry a cassette, fits into the 
tunnel, so that only one film is exposed to radiation at a 


‘time. The runner is drawn through the tunnel and 


serial films are exposed without any disturbance of the 
operation field. The contrast medium may be injected 
through a needle puncture of the cystic or common bile 
ducts, through a T-tube after the common duct has 
been opened, or through a polythene catheter into the 
cystic duct or gall-bladder. The average time taken is 
4 to 7 minutes and radiographs are processed while the 
operation is proceeding, thus causing no appreciable 
extension of the operating time. Artefacts are largely 
avoided by using a gasket connection to the polythene 
tube provided with a tap so that the system can be filled 
With saline. A syringe filled with contrast medium is 
attached to the gasket immediately before catheteriza- 
tion. The catheter is inserted and tied in place, and 
10 ml. of water-soluble contrast medium is injected, 
tadiographs being taken as each 2-5 ml. enters. A total 
of 10 ml. is used diluted with the 5 to 8 ml. of saline in the 
catheter. 

In the present series reflux along the pancreatic duct 
Occurred quite frequently, but no symptoms resulted. 
Chemically induced pancreatitis is a risk, but the author 
contends that this can occur only after very forceful 
injection. Operative cholangiography should be carried 
Out under the personal supervision of a radiologist with 
4 unit capable of delivering 100 mA. at 100 kV. 

Arnold Appleby 
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1319. On Routine Barium Examination of the Small 
Bowel 

F. O. Brown. Lancet [Lancet] 2, ates om 10, 
1959. 10 refs. 


The X-ray Department of the Western 
Glasgow, received 190 requests for “‘ routine ” follow- 
through barium-meal examinations during 1957. More 
came from physicians (106) than from surgeons (84); 
and more of the patients were women (107) than men 
(83). Asa rule a routine barium meal was followed by 
a second examination later in the morning and some- 
times also by a further one in the afternoon, usually by 
a different radiologist. In about one case in 5 a 24-hour 
film was taken. The majority of requests were for the 
investigation of suspected lesions in the right iliac fossa 
or of possible bowel obstruction. Next in order of fre- 
quency came diarrhoea, anaemia, and suspected malig- 
nancy. 

Only in 11 of the 190 cases was anything abnormal 
reported by the radiologist, whereas in at least 15 cases 
something abnormal was subsequently found which had 
been missed. [No details are given of the length and 
thoroughness of the follow-up.] Of 17 cases of known 
or suspected Crohn’s disease, 11 were subsequently diag- 
nosed differently, leaving 6 undoubted cases of which 
5 were reported as radiologically abnormal and one (a 
minimal case) was missed. Of 10 patients ultimately 
diagnosed as having steatorrhoea, no abnormality was 
detected in 8. The remaining cases in which positive 
findings were reported were (1) a case of small-bowel 
obstruction, the diagnosis of which was evident from the 
plain films; (2) dilatation of the proximal ileum in a case 
of post-gastrectomy anaemia; (3) a case of duodenal 
ileus from pressure by the superior mesenteric vessels; — 
and (4) a single [!] case of diverticulitis of the colon. 
The 6 cases in which important pathology was missed 
were (1) entero-anastomosis short-circuiting all but 7 
feet (2-1 m.) of small intestine; (2) a very large carcinoma 
of the head of the pancreas; (3) and (4) subacute obstruc- 
tion in an inguinal hernia; and (5) and (6) Meckel’s 
diverticulum. 

The relevant literature is discussed and the conclusion 
reached that the results of the routine follow-through 
examination appear to be equally bad in other hospitals. 
The author suggests that the investigation is so trouble- 
some for both patients and radiologists that it should be 
abandoned. ‘‘ Some clinicians do not know how per- 
functory it can be, or cannot properly assess the observa- 
tions recorded.” It is recommended that use should 
be made of one of the many techniques for producing 
accelerated passage of the barium through the gut. In 
the last 3 months of 1959 43 patients were re-examined 
after drinking a quarter of a pint (140 ml.) of iced soda- 
water, and in more than half of them the barium reached 
the colon in less than 2 hours. It is stated that no 
abnormality was found, but nothing is known to have 
been missed. 

[A number of radiologists have recorded evidence to 
show that the barium follow-through examination as 
usually carried out is virtually useless. The solution 
would seem to be to organize radiological departments 
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differently so that a single radiologist or gastroenterolo- 
gist can take responsibility for the study of the whole 


gut.] Denys Jennings 
RADIOTHERAPY 

1320. Roentgen Therapy of Certain Complications of 

Acute Leukemia in Childhood 


G. J. D’Anato, A. E. Evans, and A. Mirus. American 
Journal of Roentgenology, Radium Therapy, and Nuclear 
Medicine [Amer. J. Roentgenol. 82, 541-553, Sept., 1959. 
3 figs., 30 refs. 


With chemotherapy the life of patients with acute 
leukaemia can be prolonged. Control of secondary 
manifestations is thus important to assure their well- 
being and comfort. At the Children’s Medical Center, 
Boston, 95 out of 372 children seen between 1953 and 
1957 suffering from acute leukaemia received x-ray 
therapy for some secondary manifestation of their illness, 
complications involving the central nervous system 
(C.N.S.), bones and joints, urinary tract, skin, and 
mucosae proving amenable to irradiation. 

(1) C.N.S. Complications (37 cases). These are due 
to perivascular cuffing and leukaemic infiltration of the 
meninges and the nuclei and roots of the cranial nerves, 
while the spinal cord and nerve roots may also be in- 
volved. Haemorrhages ranging in extent from petechial 
to massive may occur. In about one-half of the cases 
neurological symptoms arose during a remission, in 10 
as presenting symptoms. In most there were signs and 
symptoms of increased intracranial pressure; in general 
these were dealt with by lumbar puncture, but if no 
improvement occurred x-ray therapy was given. Irradia- 
tion with or without lumbar puncture produced more 
lasting benefit in a greater proportion of cases than did 
chemotherapy. Recurrence of symptoms occurred in 
1 to 4 months, when retreatment could be given. High- 
voltage radiation was used, the whole cranium being 
treated through opposed fields and the eyes being pro- 
tected. If the intracranial pressure was high the initial 
dose was low (25 r.), gradually increasing to a total of 
450 r. 

(2) Bone and Joint Pain (25). Apart from metaphysi- 
al separation, fractures, and compression, less specific 
aches and pains due to leukaemic infiltrations may occur, 
with radiological changes. Doses of 50 to 300 r. high- 
voltage irradiation were given weekly. Relief occurred 
in 85°% of cases at dose levels around 450 r. (depth). 
Often a single dose would suffice to relieve pain, in which 
case treatment was not repeated. 

(3) Skin and Mucous Membrane Complications (19). 
Leukaemic infiltrations of the skin and mucosae vary 
from superficial nodular masses to deep, infected, necrotic 
ulcerations. The fingers and toes are the most often 
affected, the lesions resembling whitlows. Rapid re- 
sponse to irradiation occurred in about one-half of the 
authors’ cases. Doses of 200 to 300 r. (air) daily or 
every other day were given, the total dose depending on 
the response. It was rarely necessary to exceed a depth 
dose of 450 r. and low-voltage irradiation could be used. 
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(4) Haematuria (18). Apart from terminal thrombo 
cytopenia persistent haematuria may occur as a result 
of leukaemic infiltration of the kidneys, ureters, or 
bladder. Less than half of the authors’ patients received 
benefit from radiotherapy, though leukaemic infiltrations 
in various sites are sensitive to effective depth doses of 
450 r. 

Irradiation has been abandoned in favour of chemo- 
therapy for the treatment of acute leukaemia. However, 
in small dosage it is valuable to control local deposits 
causing severe and persistent pain and disability. The 
mechanism of action is probably by lysis of local aggre- 
gations of abnormal cells. In none of the patients in 
this series was there any evidence of haematological 
deterioration due to irradiation. 

I. G. Williams 


1321. Perfusion of Uranium—Antibody Complexes for the 
Neutron Capture Therapy of Tumours 

F. E. Knock. Surgery, Gynecology and Obstetrics [Surg. 
Gynec. Obstet.] 109, 445-449, Oct., 1959. 4 refs. 


This paper from Presbyterian—St. Luke’s Hospital and 
the University of Illinois School of Medicine, Chicago, 
describes an ingenious approach to neutron therapy. 
Localized irradiation of a tumour can be produced by the 
injection of substances which react with thermal neutrons 
from an atomic reactor to produce alpha particles or 
fission products, the irradiation being carried out when 
the maximum relative concentration is present in the 
tumour. Because of their lack of toxicity, boron com- 
pounds have been used for this purpose, but interaction 
of 1°B with a thermal neutron yields only 2-5 MeV. of 
energy, mostly to the resultant alpha particle with a range 
of 9 intissue. In contrast, capture of a thermal neutron 
by 235U produces fission products with an energy of 
159 MeV. and a range of 50 ». Thus uranium com- 
pounds would be biologically more effective, though the 
toxicity of such compounds to the kidney makes it 
necessary to take suitable precautions. 

The author injected tetanus toxoid into the calf muscles 
of dogs and then perfused the femoral artery and vein 
with a uranium complex of tetanus antitoxin. This 
was prepared by adding sodium hydroxide and phosphate 
iron to uranyl acetate in dextran solution and incubating 
the precipitate with tetanus antitoxin. This complex 
was shown radiographically to become concentrated at 
the site of the injection of tetanus toxoid. Thrombosis 
and vasospasm were found to follow the perfusion. It 
is suggested that complexes of antibodies to human 
tumour antigens with 235U could be prepared and used 
similarly, followed by thermal neutron irradiation. For 
generalized tumours it might be possible to inject the 
complex intravenously, but this would require perfusion 
of the kidneys with uranium-free blood to avoid the 
toxic effects of uranium. M. Sutton 


1322. The Influence of Flavonoids on Radiation Reac- 
tions 

D. O’ConnELL and E. W. Simpson. British Journal of 
Radiology [Brit. J. Radiol.| 32, 696-697, Oct., 1959. 
4 refs. 
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